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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21 CFR Part 334
[Bocket No. 78N~-036L)

Laxative Drug Products for COver-the-
Counter Human Use; Tentative Final
Monograph

AGENCY: Food and Drug Administration.
acTion: Notice of proposed rulemaking.

summary: The Food and Drug
Administration {FDA) is issuing a notice
of proposed rulemaking in the form of a
tentative final monograph that weuld
establish conditions under which over-
the-counter (OTC) laxative drug
products are generally recognized as

~ gafe and effective and not misbranded.
FDA is issuing this notice of proposed
rulemaking after considering the report
and recommendations of the Advisory
Review Panel on OTC Laxative,
_Antidiarrheal, Emetic, and Antiemetic
Drug Products and public comments on
an advance notice of proposed
rulemaking that was based on those
recommendations. This proposal deals
only with laxative drug products and is
part of the ongoing review of OTC drug
products conducted by FDA.

DATES: Written comments, objections, or
requests for oral hearing on the
proposed regulation before the
Commissioner of Food and Drugs by -
May 15, 1985. New data by January 15,
1986. Comments on the new data by
March 17, 1986. These dates are
consistent with the time periods
specified in the agency’s revised
procedural regulations for reviewing and
classifying OTC drugs (21 CFR 330.10).
Written comments on the agency's
economic impact determinations by May
15, 1985.

ADDRESS: Written comments, objections,
new data, or requests for oral hearing to
the Dockets Management Branch (HFA-
305), Food and Drug Administration, Rm.
4-62, 5600 Fishers Lane, Rockville, MI}
20857. )

EOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drugs
and Biologics (HFN-210}, Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301-443-4960.
SUPPLEMENTARY INFORMATION: In the
Federal Register of March 21, 1975 (40
FR-12002), FDA published, under

§ 330.10(a)(6} (21 CFR 330.10(a){(8)), an
advance notice of proposed rulemaking
to establish a monograph for OTC
laxative, antidiarrheal, emetic, and

. antiemetic drug products, together with

the recommendations of the Advisory
Review Panel on OTC Laxative,
Antidiarrheal, Emetic, and Antiemetic
Drug Products, which was the advisory
review panel responsible for evaluating
data on the active ingredients in these
drug classes. Interested persons were
invited to submit comments by June 19,
1975, Reply comments in response to
comments filed in the initial comment
period could be submitted by July 18,
1975.

In a notice published in the Federal
Register of March 21, 1980 (45 FR 18338),
the agency advised that it had recpened
the administrative record of OTC
laxative drug produscts to allow for
consideration of data and information
that had been filed in the Dockets
Management Branch after the date the
administrative record previously had
officially closed. The agency concluded
that any new data and information filed
prior to March 21, 1980 should be
available to the agency in developing.a
proposed regulation in the formof a
tentative final monograph.

In accordance with § 330.10{a){10). the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch (HFA~
305), Feod and Drug Administration
{address above) after deletion of a
small amount of trade secret
information. Data and information

received after the administrative record

was reopened have also been put on
display in the Dockets Management
Branch.

In response to the advance notice of
proposed rulemaking, comments were
received from 44 drug manfacturers, 2
trade associations, 3 consumers, 1 State
government, and 1 university. Copies of
the comments received are also on
public display in the Dockets
Management Branch.

The advance notice of proposed
rulemaking, which was published in the
Federal Register on March 21, 1975 40
FR 12902), was designated as a
“proposed monegraph” in.order to
conform to terminology used in the OTC

~ drug review fegulations (21 CFR 330.10).

Similarly, the present document is
designated in the OTC drug review
regulations as a “tentative final
monograph.” Its legal status, however, is
that of a proposed rule. In this tentative
final monograph (proposed rulej to
establish Part 334 (21 CFR Part 334),
FDA states for the first time its position
on the establishment of a monograph for
OTC laxative drug products. Final

.agency action on laxative drug products

will cccur with the publicationata
future date of a final monograph, which
will be a final rule establishing a

monograph for OTC laxative drug
products.

This proposal constitutes FDA’s
tentative adoption of the Panel's
conclusions and recommendations on
OTGC laxative drug products as modified
on the basis of the comments received
and the agency’s independent
evaluation of the Panel’s report.
Modifications have been made for
glarity and regulatory accuracy and to
reflect new information. Such new

“information has been placed on file in
the Dockets Management Branch
{address above}. These modifications
are reflected in the following summary
of the comments and FDA’s responses to

_ them. )

The OTC procedural regulations (21
CFR 330.10) have been revised to
conform to the decision in Cutlerv.
Kennedy, 475 F. Supp. 838 {D.D.C. 1879).
{See the Federal Register of September
29, 1981; 46 FR 47730.) The Court in
Cutler held that the OTC drug review
regulations were unlawful to the extent
that they authorized the marketing of
Category ITI drugs after a final
monograph had been established.
Accordingly, this provision has been
deleted from the regulations, which now
provide that any testing necessary to
resolve the safety or effectiveness issues
that formerly resulted in a Category 4]
classification, and submission to FDA .
the results of that testing or any other
data: must be done during the OTC drug
rulemaking precess before the
establishment of a final monograph.

Although it was net required to do so
ander Cutler, FDA will no longer use the
terms “Category 1° {generally recognized
as safe and effective and not
misbranded), “Category II” (not

RN

- generally recognized as safe and

affective or misbranded}, and “Category
1" {available data are insufficient to
classify as safe and effective, and
further testing is required) at the final
monograph stage, but will use instead
the terms “monograph conditions” {old
Category 1) and “nonmonograph
conditions” {old Categories Il and I).
This document retains the concepts of
Categories I, I1, and Iil at the tentative
- final monograph stage.

The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be generally
recognized as safe and effective-and not
misbranded (monograph conditions) will
be effective 12 months after the date of
publication of the final monograph in the
Federal Register. On or after that date,
no OTC drug products that are subject
to the monograph and that contain
ponmonograph conditions, ie.,
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" conditions that would cause the drug to
be not generally recognized as safe and
effective or to be misbranded, may be
initially introduced or initially delivered
for introduction into interstate :
commerce unless they are the subject of
an approved new drug application
[NDA). Further, any OTC drug products
subject to this monograph that are
repackaged or relabeled after the

effective date of the monograph must be .

in compliance with the monograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest possible
date. :

in the advance notice of proposed
rulemaking for OTC laxative drug
products {published in the Federal
Register of March 21, 1975; 40 FR 12802),
the agency suggested that the conditions
included in the monograph (Category 1
be effective 30 days after the date of
publication of the final monograph in the
Federal Register and that the conditions
excluded from the monograph (Category
11) be eliminated from OTC drug
products effective 6 months after the
date of publication of the final
monograph, regardless of whether
further testing was undertaken to justify
their future use. Experience has shown
that relabeling of products covered by

the monograph is necessary in order for -

manfacturers to comply with the
monograph. New labels containing the
monograph labeling have to be written,
ordered, received, and incorporated into
the manufacturing process. The agency
has determined that it is impractical to
expect new labeling to be in effect 30
days after the date of publication of the
final monograph. Experiences has
shown also that if the deadline for
relabeling is too short, the agency is
burdened with extension requests and
related paperwork,

In addition, some products will have
to be reformulated to comply with the
monograph. Reformulation often
involves the need to do stability testing
on the new product. An accelerated
aging process may be used 1o test a new
formulation; however, if the stability
testing is not successful, and if further
reformulation is required, there could be
a further delay in having a new product
available for manufacture.

The agency wishes to establish a
reasonable period of time for relabeling
and reformulation in order to avoid an
unnecessary disruption of the
marketplace that could not only result in
economic loss, but also interfere with
consumers’ access to safe and effective

— v

drug products. Therefore, the agency is
proposing that the final monograph be
effective 12 months after the date of its
publication in the Federal Register. The
agency believes that within 12 months
after the date of publication most
manufacturers can order new labeling
and reformulate their products and have

_them in compliance in the marketplace,,

However, if the agency determines that
any labeling for a condition included in
the final monograph should be
implemented sconer, a shorter deadline
may be established. Similarly, if a safety
problem is identified for a particular
nonmograph condition, a shorter
deadline may be set for removal of that
condition from OTC drug products.

All “OTC Volumes” cited throughout
this document refer to the submissions
made by interested perscns pursuant to
the call-for-data notice published in the
Federal Register of February 8, 1973 (38
FR 3614) or to additional information
that has come to the agency’s attention
since publication of the advance notice
of proposed rulemaking. The volumes -
are on public display in the Dockets
Management Branch, '

The Advisory Review Panel on OTC
Laxative, Antidiarrheal, Emetic and
Antiemetic Drug Products recommended
that dioctyl calcium sulfosuccinate,
diocty! potassium sulfosuccinate, and
dioctyl sedium sulfosuccinate {docusate
salis) be classified in Category I as stool
softener laxatives at adult oral dosages
of 50 to 360 mg within a 24 hour period
(see 40 FR 12912}, However, after the
Panel’s report had been submitted, FDA
became aware of information in animal
studies raising questions about the
Panel’s conclusions and
recommendations for these laxative
ingredients (Ref. 1.

The time necessary to complete a full
review and evaluation of these new
studies could result in a considerable
delay in the publication of the tentative
final menograph for OTC laxative drug
products. Accordingly, the agency has
decided to remove all discussion of the
safety and effectiveness of docusate
salts from this document. The agency
intends to publish a separate document
in the Federal Register addressing the
status of these ingredients.

Reference

{1} Teratology studies submitted to NDA
10-586.

I. The Agency’s Tentative Conclusions’
on the Comments”

A. General Comments

1. Two commén!s contended that FDA
does not have the authority to establish
substantive rules.

The agency responded to these
comments in paragraph 4 of the -
preamble to the tentative finat order for
emetic active ingredients which was
published in the Federal Register of
Sepiember 5, 1978 (43 FR 39544) and
reaffirms that response.

2. Geveral comments urged a greater
role for pharmacists in the sale of OTC
drug products. One comment
recommended that OTG drug products
be available only through pharmacies,
and two suggested that any labeling
snggesling consultation with a physician
should mention a pharmacist as an
alternative. :

The agency responded to these
comments in paragraph 5 of the
preamble to the tentative final order for
antiemetic active ingredients which was
published in the Federal Register of July
13, 1979 (44 FR 41085) and reaffirms that
response. :

3. One comment stated that the Panel
recommendations violaté the objectives
and philosophy of the OTC drug review
in that the Panel appeared to be intent
on undermining the concept of seli-
medication with OTC laxatives and that
it failed to discharge its obligations by
placing a number of long established
laxative ingredients and laxative
combinations in Category HL

The comment provided no basis for its
statements. The Panel's
recommendations for OTC laxative drug
products are fully in accord with the
objectives of the OTC drug review as
stated in the applicable regulations (21
CFR Part 330). By placing laxative
ingredients or combinations in Category
I, the Panel simply concluded that the
available data were insufficient to
permit final classification at the time the
Panel reviewed these drugs. :

4. One comment objected to the
Panel's recommendation that the
quantity of each active ingredient be
stated in OTC drug product labeling, on
the basis that section'502(e){1}{A) of the
Federal Food, Drug, and Cosmetic Act
(the act) (21 U.S.C. 352(e)(1)(A))
provides for quantitative ingredient
labeling only for prescription drug
products.

FDA responded to this objection in
paragraph 1 of the preamble to the
tentative final order for emetic active
ingredients (43 FR 38544) and reaffirms
that conclusion.

5. Several comments objected to the
Panel's recommendation that all inactive
ingredients be listed on the labeling,
arguing that such a listing would be
meaningless, confusing, and misleading
to most consumers.

The agency responded to these
comments in paragraph 2 of the

[y
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preamble to the tentative final order for
emetic active ingredients {43 FR 39544)
and reaffirms that response.

6. One comment noted that on several
pages of the Panel’s recommended
monograph the abbreviation “gm” is
used for gram, yet 21 CFR 201.62(1)
{formerly 21 CFR 1.102{d)} states that the
only abbreviation that may be used for
gram is “g”, :

The situation outlined in the comment
was an editorial oversight, The OTC
drug labeling regulations cited in the
comment permit the use of “g” as the
only abbreviation for gram. For clarity,
metric units have been fully written out
in this tentative fina} monograph.

B, General Comments on Laxaéives

7. One comment noted that the
product, Nature’s Remedy Candy
Coated, had been omitted from the
“Data and Information Submissions”
section of the Panel's report (40 FR
12803) and requested that this omission
be corrected.

As noted by the comment the product
was inadvertently omitted from the list
of submitted praducts, but the product
was considered by the Panel in reaching
its conclusions on OTC laxative drug
products.

8. A comment stated that the Panel
report was generally “antilaxative” in
attitude,  _ o

It was the intent of the Panel to set
forth reasonable standards for the use of
OTC laxatives. The Panel believed that
many peopld have misconceptions about
normal bowel function, particularly a
fear of dire consequences if the bowel is
not evacnated daily. The Panel believed
that this fear is unfounded and leads to
certain amount of unnecessary use of
laxatives.

9. Comments stated that the Panel
was confused on the role of OTC
laxative medicines. The comments
noted that it was the Panel's opinion
that simple constipation could he
corrected by a proper diet, and that
there are few vaild indications for the

‘use of laxatives. The comments stated
that the Panel confused the prevention
and medical treatment of constipation
with its symptomatic relief, Contending
that a consumer considering the use of
an OTC laxative is suffering from
constipation and is seeking relief
through self-medication, the comments
stated that i is not responsive to tell the
consumer how the condition might have
been prevented by eating proper foods
or drinking more fluids. The consumer
simply wants a laxative that will relieve
the existing-discomfort safely and
effectively. The comments concluded
that this overview of constipation was
inappropriate.

One of the purposes of the Panel's
general discussion was to present a
broad view of the problem of
censtipation. The Panel recognized that
prevention of a medical condition or
disease is preferable to symptomatic
relief, and the discussion of diet,
adequate fluid intake, and exercise
provides gnidance to consumers on how
io avoid or reduce constipation. The
Panel believed, and the agency agrees,
that the public ought to understand that
the use of all laxatives should be
minimized, ,

10. Comments stated that the Panel
went beyend its charter in making
statements concerning the advertising of
laxative products, and that such
statemenis regarding OTC laxative
advertising were not only based upon
inadeguate information, but also were
highly inappropriate for inclusion in a
scientific report. ‘ :

The OTC drug review procedures do
not preciude a pane! from expressing its
congern about OTC drug advertising.
The Federal Trade Commission (FTC)
has the primary responsibility for
regulating GTC drug advertising, FDA
does, however, have the authority to
regulate OTC drug advertising that
constitutes labeling under the Federal
Food, Drug, and Cosmetic Act. Under
the act, 2 manufacturer can be
prehibited from advertising a drug i
treat a condition for which there are no
adequate directions for use on the label,
See. e.g., United States v. Article of Drug
- . . B-Complex Cholinos Capsules, 362
F. 2d 923 (3d Cir. 1966); V.E. Irons, Inc, v.
United States, 244 F. 2d 34 {10th Cir.),
cert. denied, 354 11.8. 923 (1957}, In
addition, for an OTC drug to be
generally recognized as safe and

<

‘effective and not misbranded, the

advertising for the drug must satisfy the
FDA regulations at § 330.1{d} (21 CFR
330.1({d}}, which state that the
advertising may prescribe, recommend,
Of suggest the drug’s use only under the
conditions stated in the labeling.

11. Several comments objected to the
Panel’s statement that “the Panel found
no evidence for claims that any laxative
has a particular advantage for
individuals simply on the basis of sex,
age, or other demographic
characteristics.” {See 40 FR 12905.) The
comments suggested that this sentence

_should not be interpreted as precluding

a manufacturer’s directing a promotional
effort toward a particular demographic
group of potential users, and that if a
product has characteristics that may be
preferred by a significant portion of g
demographic group, then truthful -
statements to that effect should be
allowed.

The agency agrees with the Panel. No
avidence has been presented i justify
labeling claims that any laxative has a
particular advantage for individuals
simply on the basis of sex, age, or other
demographic characteristics. Nor is the
agency aware of any characteristics of
laxative products, e.g., form, taste,
convenience, relative mildness, that may
be preferred more by a significant
portion of one demographic group than
another. Such characteristics should be
applicable regardless of the user of the
product. However, the agency has no
objection to manufacturers direciing a
promotional effort toward a particular
demographic group of potential users as
leng as there is no claim of a particular
‘advantage based on demographic
characteristics.

12. A comment suggested that the
monograph set specific dosages rather
than express dosage requirements in
terms of daily dose limits or ranges. The
Comment further contended that the
number of dosage units that could be
used io deliver the required amount of

" ingredient did not have to be stated in

the monograph. The comment cited as
an example an ingredient whose daily
dosage limit is 100 milligrams (mg) and
stated that a recommended dosage of
two 50-mg capsules once a day could be
in compliance with the monograph, but

. that this specific dosage direction need

not be in the menograph.

Some of the Panel's recommended
dosages require clarification. For
example, where the Panel recommended
a daily dose of an ingredient without a
dosage interval, the agency has clarified
this to mean a single daily dose.

The monograpk will not specify the
number or type of dosage units, i.e., one
or more tablets, capsules, teaspoons,
needed to deliver the required amount of
an active ingredient. Manufacturers will
generally be free to choose whether a
product should deliver the necessary
amount of ingredient(s) in cne or more
dosage units.

13. Comments stated that the Panel’s
recommended labeling requirements
when added to the general labeling
requirements for GTC drugs, will result -
in a crowded and potentially confusing
label that could defeat its intended
purpose of informing the layman. Some
of the commenis stated that it would be
very difficult to include all of the
required information on the labeling of
small size packages. One comment
urged the Commissioner to carefully
consider the need for each
recommended statement with a view to
eliminating or modifying the unessentia’
statements. -
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The labeling of an OTC drug must
contain infermation essential for the
safe and effective nse of the drug by the
consumer. Labeling should ot bhe
needlessly crowded or confusing and,
therefore, the agency has consolidated
or deleted the Panel’s recommended
1abeling wherever possible. The agency
believes that any additional labeling
~ statements proposed for laxative

products will not be so-numerous as 1o
confuse the consumer. In addition,
manufacturers are free to design ways
of incarporating all required inforrmation
on the package labeling, 8., by using
flap labels or redesigning packages.

14. One comment cbjected to the
Ppanel’s recommended indication for
laxatives in proposed § 334.50{a}{1} “for
the short-term refief of constipation”.
The comment argued that the phrase
“ghori-term” duplicates the information
provided in proposed § 334.50{c){3],
which warns against using OTC
laxatives for longer than 1 week. The
comment also argued that “ghort-term”
refers to the period of laxative use and
not to the degree of effectiveness of the
laxative. Conclnding that it was
inaccurate and unnecessary o identify
laxative products for “short-term relief,”
the comment recommended deleting
“ghort-term” from the indication. .

The agency agrees that “ghort-term”
should refer to the period of laxative use
and not to the degree of effectiveness.
The agency also agrees that the 1-week
use limitation warning adequately
defines the period of timean orc
laxative may be used. The Panel atilized
the phrase “short-term” in an atiempt (o
qualify the indication $or OTC laxatives,
which are int nded for the relief of
occasional constipation ard net in
treating chronic constipation. Chrenic
constipation may be a sign of a serious
condition that requires-diagnosis and
treatment by a doctor. Therefors, the
indication in the tentative final
monograph does not include the phrase
“ghart-term.” and the indication is
revised to state “For the relief of
occasional constipation.”

15. commenis ohjected to the Panel's
view that the labeling claims
“irregularity” and “ppgularity” are
misleading. The Cemments contended
that these terms are readily ynderstoed
by the consumer, that they serve a
substitute Tor the socially unacceptable
term “constipation,” and that there is
neither a practical nor a legal basis for
banning their use.

The agency agrees with the comment
that the term “irregularity” should be
included in the monograph. The lerm .
has been widely used in the labeling and

* advertising of laxative drug products
and is & term consumers readily

understand. In addition, accerding to
Webster's New Collegiate Dictionary .
{Ref 1) “irregalarity ? ig gynROnYmMous
with the term “constipation.” Therefore,
the agency has no objection o its use
and is proposing its use in the tentative
final monograph. However, the agency
agrees with the Panel that the term
“regularity” is inappropriate for use in
the labeling of OTC laxative drug
products. “Regular” is defined as
recurring or functioning at fixed or
uniform intervals [Refl 1}. When used in
the context of bowel habits, the term
“regularity” implies that laxatives are
necessary to.mainiain an acceptable
frequency of bowel movemenis. Because
there is & normal Tange of freguency
from three bowel movements & day 1o
three per week {Ref. 2}, “pegular” bowel
movements are not essential to health or
well-being. Therefore, the agency agrees
with the Panel that the term “regularity”
is Category 1L
References
- {1) “Webster's New Collegiate Dictionary,”
G. & C. Merriam Co., Springfield, MA 1879,
s.v. irregularity and regular.

{2} Conneil, AM,, et al., “Variation of
Bowel Habit in Two Population Banmples,”
British Medical journal, 2:1095-1099, 1965.

16. A comment took issue with the
following statements in the Panel’s
report: “The Panel has ne objection to
statements regarding the source of the
laxative ingredient. However, the
suggestion that a laxative is somebow
‘nataral’ because of its source is ’
misleading, because it implies that the
product or ingredient is a ‘patural way’
to induce laxation. It is not considered
‘natural’ to take any laxative.” The
comment argued that manufacturers
should have the right to-make iruthful
siatements about the source of their
preducts, i.e., that an ingredient is from
a natural source if that is the case. The
comment stated that the determination
whether such a statement is misleading
must be made within the total context of
its use. Another comment stated that
bran-rich cereals are natural laxatives,
and their consumption is 2 natural way
to provide the bulk in the diet that is
necessary for normal laxation.

The agency agrees that a
manufacturer should be allowed to
make truthful statements in iis labeling
about the source of a laxative ingredient
contained in the produst. If an
ingredient is in fact from a natural
source, then there is no reason why such
information may not appear in the
labeling of the product so long as this
information is net presented in such a
way &s to imply that it confers any
advantage to the product in terms of

“safety or effectiveness or in any way

encourages frequent oF prolonged use of
laxatives. The agency agrees with the
comment that a deterraination 8s 1o
whether such a statement is misleading
must be made within the context of its
use. 1t is the responsibility of the
manufaciurer io use information
regerding the source of a product
ingredient in a way that is not
misleading. )

17. Stating that many laxative
products aze prepared from unsterilized
natural scurces or contain ingredients
that readily support microbiclogical
growth, a comment urged that
appropriate safety tesis for
contaminants like salmonella and
staphylococcus be required for laxative
drug products composed in whole or in
part of nataral ingredients.

The agency agrees with the comment;
all drug products should be free from
microbiological contamination.

~ Manufacturing guidelines for preventing

microbiological contamination are
covered by the Current Good
Manufacturing Practice Regulations
(CGMPR) (21 CFR Part 211), and all OTC
drug products are required to be
manufsctured in compliance with these

. regulations. The specific provisions of

these regulations concerning the
prevention of microbiological
contamination are contained in 21 CFR
211.84(d){6} and 211.113.

18. A comment stated that any
regulation that purports 1o ban trathful
and clearly understood alternative
lenguage in consumer labeling is
arbitrary and capricious, and that such
limitation is not authorized by the
enabling statutes. The comment also
urged that statements describing
preduct altributes should not be
regulated by OTC drug monographs.

During the course of the OTC drug
review, the agency has maintained that
the terms that may be usad inman OTC
drug product’s Jabeling are limited to
those terms included in a final OTC drug
monograph. (This policy has become
known as the “exclusivily rule.”} The
agency’s posiftion has been that it is
pecessary to limit the acceptable
labeling languags to that developed and
approved through the OTC drug review
process in erder o ensure the proper
and safe vse of OTC drugs. The agency
has never contended, however, that any
list of terms developed during the course
of the review exhausts all the
possibilities of terms that appropriately
can be used in OTC drug labeling.
Suggestions for additional terms or for
otker labeling changes may be
submitted as comments to proposed or
tentative final monographs within the
specified time periods or through
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petitions to amend monographs under

§ 330.10{a){12}. For example, the labeling
- Proposed in this tentative final
mornograph has been expanded and
revised in Tespense to comments

- regeived,

During the course of the review, .
FBA's position on the “exclusivity rule”
has been questioned many times in
tomments and.objections filed in
response to particular proceedings and
in correspondence with the agency. The
agency has also been asked by The
Proprietary Association to reconsider its
position. In a notice published in the
Federal Register of July 2, 1982 (47 ¥R
29002}, FDA announced that a hearing
would be held to assist the agency in
resolving this issue. On September 29,
1982, FDA conducted an open public
forum at which interested parties
presented their views. The forum was a
legislative type administrative hearing
under 21 CFR Part 15 that was held in
Tesponse to a request for a hearing on
the tentative final monographs for
nighttime sleep-aids and stimulants
{published in the Federal Register of
June 13, 1978; 43 FR 25544). The agency’s
decision on this matter will be
announced in the Federal Register .
following conclusion of its review of the
material presented at the hearing,

Claims concerning nontherapeutic
characteristics of drugs (“tastes good”}
or those unrelated to the characteristics
of the drug itself ("4 out of 5 doctors
recommend”) are not dealt with in OTC
drug monographs. Labeling claims of
this type are, however, subject to
regulatory actions initiated under the
drug misbranding provisions of section
502 of the act (21 U.S.C. 352),

19. A comment suggested that
recommended § 334.50(a)(1) be revised
to read, “The labeling shall identify the
preduct as a laxative (or other term of
similar import),” and suggested
“constipation remedy” or “for relief of
constipation” as commonly understood
and truthful alternativesg that should be
permitted. o

The OTC drug review program
establishes conditions under which OTC
drugs are generally recognized as safa
and effective and not misbranded, Two
principal conditions examined during
the review are allowable ingredients
and allowable labeling. FDA has
determined that it ig not practical—in
terms of time, resources, and other
considerations—to set standards for all
labeling found in OTC drug products,
Accordingly, OTC drug monographs
regulate only labeling related in a
significant way to the safe and effective
use of covered products by lay persons.
OTC drug monographs establish
allowable labeling for the following

items: product statement of identity;
names of active ingredients; indications
for use; directions for use; warnings
against unsafe use, side effects, and
adverse reactions; and claimg
concerning mechanism of drug action.
The term “remedy” has been used for
many years to describe various oTC
drug products, The agency believes thig
term is unrelated to the characteristics
of the drug in question and, therefore,
does not relate in a significant way to
the drug's safe and effective use.
Accordingly, the term is outside the
scope of the OTC drug review. Such
statements or terms wil] be evaluated by
the agency con a product-by-product
basis, under the provisicn of section 502

of the act (21 US.C. 352) relating to

labeling that is false or misleading,
Moreover, any statement or term that
is cutside the scope of the monograph,

- even though it is truthful and not

misleading, may not appear in any
portion of the labeling required by the
menograph and may not detract from
such required information. However,
statements and terms outside the scope
of the monograph may be included
elsewhere in the labeling, provided they
dre not false or misleading.

The phrase “for relief of constipation”
is more appropriately an indication and
the agency is proposing the indication
“for relief of occasional constipation” in
the indications section of this tentative
final monograph. {See comment 14
above.) ’

20. A comment suggested that the
Panel's definition of laxative, i.e., “any
agent used for the relief of . '
constipation,” was too bread and could
be misunderstood, especially when
applied to stool softener and lubricant
laxatives. According to the comment,
the term “laxative aig” should apply to
substances that act solely to modify the
fecal contents and thereby aid or
facilitate a laxative response; while the
term “laxative” should apply only to
agentis that act upon the myoneural
structures of the intestinal tract. The
tomment concluded that the terms
“laxative” and “laxative aid” would
more preciseiy set forth the
pharmacologic activity of these different
drugs.

The Panel’s definition of laxative as
“any agent used for the relief of
constipation” includes all of the various
mechanisms of action of OTC laxatives,
The intended effect of these producis is
always laxation, even though this effect
is achieved by different actions.
Subdividing laxative ingredients into
laxative and laxative aids would not be
helpful and could be confusing to the
consumer. The statements of identify,
e.g. “bulk-forming,” “stool-softener,” etc.

which will appear on the product's
labeling, will adequately inform the
consumer as to the product's
characteristics. Therefore, a change to

- the definition of laxative is unnecessary. .

21. A comment stated that it was not
clear whether the labeling information
in the professional labeling section
{recommended § 334.80} is meant to
supplement the labeling required for the
OTC labeling of laxative products or is
meant to be the only information
required for health professionals. The
tomment argued that many warnings in
recommended. §§ 334.50 through 334.64
are unnecessary for health
professionals, that recommended
§ 334.80 should specify that only the
information contained in the -
professional labeling section need he
provided to health professionals, and
that information such as mode of action
and definitions should be omitted from
professional labeling, because health
professionals should understand this
information.

A similar issue was discussed in
comment 56 of the preamble to the
Antacid Tentative Final Monograph,

. published in the Federal Register of

November 12, 1973 (38 FR 31264). There,
the agency stated that the warning
statements appearing on OTC products
should be included in professional
labeling. The health professional needs
this information in order to best advise
the consumer as to the safe and
effective use of laxative drug products,
Thus, the agency tentatively concludes
that labeling intended for health
professionals must include all labeling
required for OTC products as well as the
specialized professional labeling. The
monograph has been amended
accerdingly. :

22. A comment objected to.the Panel’s
terms for classifying the mechanism of
action of laxatives, stating that these
terms are obsclute, confusing, and
inaccurate. The comment argued that
because most laxatives attract water
into the stocl, a laxative should be
defined as any substance that increases
water in the stool. The eomment further
argued that a separate classification is
not needed for hyperosmotic, saline, or
stool softener laxatives, and that
stimulant laxatives do not stimulate
anything, but act as the other laxatives.
The comment suggested replacing the
terms “stimulant,” “saline,”
“hyperosmotic,” and “stool softener,”
which were recommended by the Panel
for classifying certain laxatives, with
one of the following terms:
“hydrophoric” {to carry water),
“sodium-water retention,” or “sodium-
retention laxative.” The comment stated
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that these terms more accurately
describe the mechanism of actien of 2
large group of laxatives, which, amounts
{0 preventing sodium and watsr
absorption from the small and large
intestines. The comment added that this
group of laxatives could he subclassified
into plant, synthetic, or inorganic
chemical groups. .

The comment offered ng data to
support a classification of laxatives
based on a particular mechanism of
action. Moreover, the Panel stated that
the precise mechanisms of action of
laxatives are unknown, With the
exception of the term hyperosmotic, the
Panel’s recommended terms for
classifying laxatives described the . -
8eneral ways in which these laxatives
work and are understandable to most
consumers. The word “hyperosmotic,”
which is applicable to only two rectal
laxatives {glycerin and sorbitol}, is
probably not wel understood by
tonsumers. Consumers are more
familiar with the dosage forms of these
ingredients (enema and suppository)
and the action that can he expected
from these producs. Because the word
“hyperosmotic” iz not needed and might
be confusing, it will not be required on
the labeling of these dosage forms. It
will, however, be retained in the
monograph for classification purposes
only. The terms proposed by the
comment do not appear to be more
accurate than those recommended by
the Panel, and g subclassification of
laxative substances into plant,
synthetic, and inerganic chemcial groups
would net provide Lonsumers with any
usefo] information, Therefore, a
reclassification of laxatives using
different echanism-of-action
terminology does not appear to he
warranied and will not he Proposed af
this time,

23. Numerous comments disagreed
with recommended § 334.50[a)(1)}, which
requires the labeling of laxatives o
contain a statement identifying
laxatives based on the action they have
in the bowel, e.g., “stimulant laxative,”
“bulk-forming laxative,” etc. The
tomments argued that identifying
laxatives by their specific action iz
meaningless, confusing, and misleading
to consumers, and “does noi provide
any useful information,” Two of the
comments also contended that requiring
these identity statements in the labeling
would violate the regulatory
requirement that the identity statement
be “in terms that are meaningful to the
layman" and that requiring them was
beyond FDA's statulory authority. Gne
of the comments further added that it
was dot clear whether recommended

-§ 834.50(a){1) required only the identity
statement, e.g., “stimulant laxative,”
“bulk-forming laxative,” ste, to appear
on the labeling or whether the
definitions of the identity statements,
contained in § 334.3, were algg Tequired
on the labeling. Most of the comments
recommended deleting the proposed
identity statements; others
recommended that laxatives he
identified simply as substances or
agents that increase the bulk or water
content of the stool.

The agency does not agree that the
identity statements for laxatives should
be deleted from the monograph,
Laxatives relieve constipation by
various actions, depending on how a
specific ingredient works in the bowel.
The identity statements, such as
“stimulant laxative,”'“bulk—forming
laxative,” ete., proposed in § 334.3,
describe in nontechnical terms the effect
a particular laxative product will have
in the bowel or on the stgol. Such
information is necessary to provide
consumers with adequate divections for
using OTC laxative products safely and
effectively, and is, therefore, within
FDA’s misbranding anthority under
section 502(1){1) of the act {21 US.C
352(H3).

There appears to be no basis for
including the definitions for each
identity staterpent in the labeling, a3
originally recommended in the advance
notice of proposed rulernaking in
§ 334.50{a){1). The definitions will not
increase consumers’ understanding of g
laxativa's activity nor provide
information that will increase the safety
or effectiveness of OTC laxatives.
Rather they may complivate and confuse
laxative labeling. Therefore, any
reference to definitions has been delated
from § 334.50{a}(1). .

The agency has also determined thay
in addition 4o needing to know how a
laxative acts, consumers sheuld be
aware of how soon a laxative is
expected to work, Each type of laxative
will generally work within a certain time
{Refs. 1 and 2). For example, bulk--
forming laxatives generally act within 12
to 72 hours; lubricant laxatives generally
act within 6 to 8 hours. Thig information
would increase a consumer’s ability to
properly select and use a parficolar
laxative product. This imformation wil]
also increase the safety of laxative
products because consumers will he
more likely to discontinge using a
particalar product and seek professional
assistance if it does not act within a
labeled time frame rather than
increasing the specified dosage beyond
safe and effective OTC levels,
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Therefore, the agency is proposing in
the laxative tentative final menograph,
under the heading “Indications,” the
following time frames within which the
different types of laxatives are-expected
to produce bowe! movement:

Bulk laxatives—12 15 73 hours
Hyperosmatic laxatives—% to1 hour
Lubricant laxatives:

Oral dosage forms—8 to 8 hours

Rectal dosage forms—2 to 15 minutes
Baline laxatives:

Oral dosage forms—1% to 6 hours

_ Rectal dosage forms—2 to 15 minutes
Stimulant laxatives:

Oral dosage forms—8 to 12 heurs

Rectal dosage forms—1 to 1 hour
Stool softener laxatives:

Oral dosage forms—iz to 72 hours

Rectal dosage forms—2 1o 15 minutes
Carbon dioxide-releasing suppositories—s3 to

30 minutes
References }
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24, A comment stated that grouping
pharmacoicgi&aﬂy diverse and clinically
Gontrasting laxatives into single
categories has unfairly attributed the
undesirable features of one ingredient to
ail the other ingredients in the ;group,
The comment argued that pharmacologic
grouping becomes arbitrary when label
warnings, cautions, and limiis of safe
treatment are imposed for ajl ingredients
of the group rather than on specific
ingredients within the group,

In the tentative final monograph
general warnings applicable to al]
laxative ingredients are supplemented
by specific warnings for individual
ingredients, thereby minimizing the
possibility of unfair atiribution as
suggested in the comment. Fop example,
stimulant laxatives must include all the
applicable general warnings for
laxatives; Fut bisacodyl, castor oil, and
phenolphthalein {individual stimulant
laxatives) must be labeled with
additional specific warnings,

25. Several comments contended that
the Panel's recommended 1-week use
limitation warning [§ 334.50(c}{3}) is
irrational, arbitrary, and unwarranted, _
The comments argued that the penel did
not provide evidence that laxatives are
harmful #f taken far longer than 1 week.
The vomments alsp pointed out that the
Panel recognized that laxative therapy
may be necessary for longer than 1
week in some €lderly persons and in
persens on low fiber diets. Some of the
comments recommended that the 1-
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week limitation be changed to a
“prolonged use” limitation. Others
=imply recommended deleting it.

The agency considers the
recommended 1-week limitation on the
use of laxatives to be a necessary
warning for the safe use of these
products. The comments provided no
data to indicate that any other time
restriction would be more appropriate.
The suggestion to replace the proposed
limitation with a “prolonged use”
limitation is unacceptable. “A prolonged
use” limitation would be defined
differently by different people; some
might interpret it to mean 1 week, others
as continuous use over a year or longer.
Constipation lasting longer than 1 week
could signify a more serious condition.
such as deverticular disease of the
colon, irritable bowel, or cancer of the
colon. In such cases it is essential that
the person see a doctor at the earliest
possible time so that the condition can
be diagnosed and correctly treated.
However, in some situations the long-
term use of laxatives may be necessary.
e.g., in some elderly persons suffering
from certain disease conditions and in
persons with heart ailments or other
conditions where straining should be
avoided. In these cases, laxative therapy
should be carried out under the care and
direction of a doctor so that regular
therapy can be prescribed and the
person’s condition monitored regularly.
Therefore, the agency proposes to-retain
the 1-week use limitation warning.

26. One comment suggested that the
definition-of “short-term use” (i.e., “use
of a laxative for no longer than a 1-week
period”) in recommended § 334.3(k)
chould be revised by adding the word
“deily” after the word “laxative” to,
define more explicitly “short-term use.”

The definition of “short-term use” in
§ 334.3(k) as originaily recommended
has been deleted in this tentative final
monograph. The use limitation warning
(proposed § 334./56(b)(3) of the
monograph) adequately explains the
period of “short-term use;” therefore a
definition of “short-term use” has not
been included in the ‘monograph.

7. Several comments stated that the
signal wobd “warning” is too sirong for
the types of cautionary statements
required {ot laxative products and
suggested that the term “gaution” be
used instead. The comments argued that
the word “warning” should be nsed only
1o highlight immineni physical hazards
associated with normal storage or use of
such consumer products as household
cleaners, polishes, insecticides, and
packaging forms guch as aerosols, The
comments suggested that the signal
word * caution” in recommended

£8 334.50, 334.52, 334.54, 334.56, 334.60.
334.82, and 334.64.

Section 502(f)(2) of the Federal Food,
Drug, and Cosmetic Act (21 US.C. 352
(£3(2)), states, in part, that any drug
marketed OTC must bear in labeling
» . guch adequate warnings . . . as
are necessary for the protection of
users.” Section 330.10(a)(4(v) of the OTC
drug regulations provides that labeling
of OTC drug products should include
warnings against unsafe use, side
effects, and adverse reactions. . . .

The agency notes that historically
there has not been a consistent usage of
the signal words *warning” and
“caution” in OTC drug labeling. For
example, in §§ 396.20 and 396.21 (21 CFR
369.20 and 369.21), which list “warning”
and “caution” statements for drugs, the
signal words swarning” and “caution”
are both used. In some instances, either
of these signal words is used to convey
the same or similar precautionary
information.

FDA has considered which of these
signal words would be most likely to
attract consumers’ attention to that
information describing conditions under
which the drug product should not be
used or its use should be discontinued.
The agency concludes that the signal
word “warning” is more likely to flag
potential dangers so that consumers will
read the information being conveyed.
Therefore, FDA has determined that the
signal word “warning,” rather than the
word “cauticn,” will be used routinely in
OTC drug labeling that is intended to
alert consumers to potential safety
problems.

o8. A comment suggested that the
phrase “this product” in fwo of the
warnings recommended by the Panel in
§ 334.50(c) {1) and (3) should be replaced
by “laxatives” or “laxative products” 0
avoid creating the implication that these
warning statements are applicable only
to particular product. The comment

#3

" noted that these warnings applied

equally to all laxative products.

The agency agrees with the comment
that these warnings apply to all laxative
products. Accordingly, “laxative

_products” has been used instead of “this

product” in proposed § 334.50(b) (1) and
(3) of the monograph.

9. A comment recommended that the
warning statements in recommended
§ 334.50(c) {2} and (3), “If you have
noticed a sudden change in bowel habits
that persisis overa period of 2 weeks,
consult a physician before using a
laxative,” and “This product should not
be used for a period of longer than 1
week except under the advice and
supervision of a physician,” shouid be
combined and reworded for clarity and

brevity as follows: “A laxative should
not be used longer than 1 week, except
upon the advice of a physician. If a
sudden change in bowel habits persists
longer tha 14 days, a physician should -
be consulted.” )

The agency disagrees that these
specific warnings should be combined.
Two important and distinct issues are
identified in these warnings, and each
one should be treated separately.
Patients who have noticed a change in
bowel habits that has persisted for at
least 2 weeks are instructed not to use a
laxative at all without first consulting a
physician. Patients who have temporary
constipation are warned not to use the
product for more than 1 week. If at the
end of that time their bowel function has
not returned to normal, they are
instructed to consult a physician.

30. A comment suggested that the
warning recommended by the Panel in
§ 334.50(c) {2}, “If you have noticed a
sudden change in bowel habits that
persists over a period of 2 weeks,
consult a physician before using a
laxative,” be changed to allow 1 month
for change in bowel habits. The
comment argued that 2 weeks is the
aormal duration-of “ordinary intestinal
upset,” and the warning with an interval
of only 2 weeks would cause
unnecessary apprehension among maiy
CONSUINers.

The agency disagrees that the 2-week
period in this warning should be
changed to 1 month. Changes in regular
bowel habits that persist for 2 weeks
may be a sign of & serious underlying
medical illness that requires diagnosis
and care by a doctor. The comment
provided no data demonstrating that
“ordinary intestinal upset” usually lasts
2 weeks or any medical justification for
extending the 2-week period to 1 month.

31. A comment suggested that croton
ceed oil and the kukula nut of Hawaii
could be investigated for their laxative
effect.

This suggestion is outside the scope of
the OTC drug review process, which is
intended to determine those ingredients -
that are generally recognized as safe
and effeciive for OTC use. The comment
included no data to substantiate the safe
and effective use of these ingredients as
OTC laxatives nor is the agency aware
of such data. Investigatien of new
laxative agents is the responsibility of
the drug industry, not FDA. -

C. Comments on Bulk-Forming
Laxatives

32. One comment objected to the
Panel’s definition of a bulk-forming
laxative because the comment was not
aware of bulk-forming laxatives
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increasing bulk volume -and water either
more or less than other laxatives.

The Panel defined a bulk-forming
{axative in recommended § 334.3(c) as
an agent that promotes the evacuation
of the bowel by increasing bulk volume

and water content of the stoels. In
defining other types of laxatives, e.g.,
saline and hyperosmotic, the Panel did
not attempt to quantify the amount of -
water increased in the stool, but only
attempted to describe the action that
occurs. The agency believes that the
Panel's definition of a bulk-forming
laxative is accurate.

33. A comment criticized as biased
and scientifically unfounded the Panel's
opinion that bulk-forming laxatives are
among the safest of laxatives. The
comment argued that the unsoundness
and inconsistency of the Panel's position
are illustrated by the Panel’s own
statement that “conclusive studies
testing this hypothesis have not yet
appeared”, {See 40 FR 12907.)

The Panel, because of its scientific
fraining and experience, had smple
expertise on which to base an opinion
that bulk-forming laxatives are- among
the safest of laxatives. The Panel’s
reasons for this opinion are that bulk-
forming laxatives are not generally
abgorbed from the digestive tract, and
that they increase the frequency of
bowel movements and soften stools by
holding water in the stool. The Panel
cited bran as a good bulk-forming
laxative, when accompanied with
adequate fluid intake. The comment
offered no evidence to support its
statement that the Panel’s opinion is
scientifically unfounded, nor is the
agency aware of any scientific data
inconsistent with the Panel's statement.
The Panel’s statement that “conclusive
studies testing this hypothesis have not
yet appeared” was taken out of context
by the comment. This statement s part
of the Panel’'s comments on
relationships between intraluminal
pressure {p), tension of the bowel wall
{1}, and the radius of the bowel lumen
{r). referred to as the Law of LaPlace, It
was this relationship (P=t/r} about
which the Panel stated that conclusive
studies testing this hypothesis have not
yet appeared. :

34. Numerous comments stated that
considering the safety of bulk-forming

laxatives and their proven and potential .

benefits for various indications, there is
no rational basis for restricting their
unsupervised use to 1 week as
recommended by the Panel in

§ 334.50(c){3) or for characterizing them -

as appropriate only for short-term use as
recommended in.§ 334.50{a)(1). The
comments noted that these labeling
requirements as applied to bulk-forming

laxatives were not supported by a
recommendation in the Panel's report.
The comments also indicated that
dietary bran and other bulk laxatives
are essentially food derivatives that
replace fiber in many diets, and as such
are necessarily fit for longer use.
Therefore, the comments concluded that
bulk-forming laxatives should be exempt
from the labeling in recommended

§ 344.50 (a){1] and (c)(3).

Some of the ingredients in bulk-
forming laxative drug products,
especially those that are present at
comparable levels in foods, may be
ingested for periods of longer than 1
week without risk of untoward health
effects. However, the agency believes
that a decision that any laxative product
should be used for longer than 1 week
should be made by a doctor.

As discussed in comment 25 above,
constipation lasting for longer than 1
week could be a sign of a more serious
condition for which proper diagnosis
and treatment may be warranted.
Therefore, the 1-week use limitation
warning will be retained for bulk-
forming laxatives as well as all other
OTC laxative drug products. The agency
wishes to emphasize however, that this
limitation is applicable only to laxative
drug producis and in no way applies to
or is intended to reflect on the safety of
any high fiber foods or food )
supplements such as bran or bran
vareal,

35. Beveral comments pointed out that
when the agency revoked the general
warning requirement for OTC drugs in

- 21 CFR 330(i), i.e., “Warning: Do not

take this product concurrently with a
prescription drug except on the advice
of a physician” (40 FR 11717), it stated
that a general warning often goes
unheeded and that a specific statement

for a drug or class of drugs will be more -

effective. The comments stated that the
Panel's suggested warning in § 334.52{b)
for bulk laxatives derived from celluloge
is viriually identical to this general
warning and therefore is inapproprizte.
One comment asked that the reference
to prescription drugs in this warning be
replaced with the specific drugs that
have been noted to react with bulk -
laxative ingredients. These drugs are

- digitalis, nitrofurantoins and salicylates.

Twao comments pointed out that the
Panel stated that the clinical
significance of the interaction between

zellulose derivatives and these three

drugs has not been established,
Therefore, the warning should be
deleted. In any case, the comments
further suggested that when a specific
drug interaction precaution is justified, it
should be worded in such a manner as

to allow a physician to override the

warning. ’
The agency agrees that a specific

warning staiement is preferable to a

- general statement when a clinically

significant adverse effect can be
attributed to a specific drug. However,
as the Panel stated in its report {40 FR
12907), the clinical significance of the
interaction between digitalis,
nitrofurantoins, and salicylates has not
been determined. After evaluating
several references concerning the
reporied interaction between these three

. drugs and cellulose derivatives, the

agency tentatively concludes that these
data do not warrant requiring a warning
on the OTC labeling of cellulose
derivative bulk laxatives {Refs. 1, 2, and
3). Johnson et al. {Ref. 1) and Kasper et
al. {Ref, 2} report that the mean peak
plasma concentration of digoxin taken
following a dietary fiber, such as
cellulose, does not vary significantly
compared with digoxin when it is taken
alone. The time for digoxin to reach its
mean peak plasma concentration is
longer when digoxin is taken following
the ingestion of a dietary fiber.
However, the clinical effects of the drug
are not substantially altered. Seager
{Ref. 3] suggests a similar occurrence
with nitrofurantoins. Because the
interaction beiween cellulose
derivatives and other drugs does not
appear to be clinically significant, the
warning has not been included in this
tentative final monograph.
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36. Several comments stated that the
phrase "“accompanied by adeguate
liquid intake” should be deleted
wherever it appears in recommended
£ 334.10 for bulk-forming laxatives, and
be replaced with a specification of what
*adequate” liquid intake is, namely, “the
ingestion of a full glass (& ounces {oz}) of
liguid with each dose.” In conjunction.
the comments requested that the
warnings in recommended § 334.52{a}{1}
“Drink a full glass {8 oz) of liguid with
dose,” and in recommended
§ 334.52(a){2), for products coniaining
karava (sterculia gum), "Drink a foll
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glass (8 oz) of liguid immediately with
each dose.”, be deleted because these
warnings essentially duplicate the

labeling in recommended § 334.10. The

comments also stated that a direction to .

drink lquid with each dose is properly
part of the directions for use, and is not
properly a caution. '

The agency agrees with the
comments. The phrase “accompanied by
adequate liquid intake” in the directions
for bulk-forming laxatives is revised to
‘read “Drink a full glass (8 oz} of liguid .
with each dose.” Because the phrase
“adeguate liquid intake” no longer
appears in the labeling, the definition of
adequate liquid intake in recommended
§ 334.3{a] is unnecessary and is not
included in this tentative final
monograph. The warnings for bulk-
forming laxatives in recommended
§ 334.52(a} (1) and (2 that advised
drinking a full glass of liquid with each
dose repeat the labeling in § 334.10, and
therefore are not included in this
tentative final monograph.

37. One comment questioned the
scientifie basis for requiring in the
labeling of certain laxatives that a full
glass (8 oz} of water be taken with each
dose. The comment contended that the
requirement was unnecessary because
the volume of fluid éxchanged across
the intestinal mucesa far exceeds any
oral fluid ingestion.

The recommendation in the Panel's
report for adequate fluid intake applies
only to bulk-forming laxatives. It does
not restrict the fluid to water, but calls
for the ingestion of a full glass {8 0z) of
liquid with each dose (40 FR 12096). The
recommendation is part of the labeling
that the Penel concluded was necessary
for the proper use of bulk-forming
laxatives because esophageal
obstruction has oecurred when bulk-
forming laxatives have been swallowed
dry, and the possibility exists that fecal
impaction or intestinal obstructon may
occur if adequate fluid intake is not
assured. No data were submitted to
show that a smaller amount of liquid,
i.e., less that 8 oz of liquid, would be
sufficient to prevent the potential
dangers described above.

38. A comment recommended that
dietary bran, such as is found in bran-
rich ready-to-eat breakfast cereals, be
specifically excluded from the proposed
regulations, and that continued sale and

_ promotion of bran-rich breakfast cereals
as mild laxatives be permitted. Ancther
comment made the statement that a
breakfast cereal containing bran has for
50 years made laxative claims, and that
these claims were permissible as “eld
drug claims” under the 1938 Food, Drug,
and Cosmetic Act.

The meaning of “old drug claims”
mentioned in the comment is unclear.
Presumably, the commenter is referring
to the “grandfather clause” of the 1938
act which exempts certain drugs from
regulation as “new drugs” under section
201(p] of the act {21 U.S.C. 321(p}). The
“grandfather clause” mentioned in the
comment would not apply, however,
unless the product in guestion were a
drug. And, even if such a drug product
did fall within the “grandfather clause"
with respect to the preduct’s status as a
new drug, the product would remain
subject to the other provisicns of the act
that apply te drugs. Moreover, to qualify
for the “grandfather clause” a product's
labeling mrust have remained unchanged
from 1938 to the present time. The
comment submitted no evidence that the
labeling of these products has remained
unchanged since 1938. :

The Panel's reference to “'dietary
gran” has resulted in some confusion,
including the impression that all high
fiber food products, such as breakfast
cereals, would be subject to regulation
by the GTC laxative drug monegraph.
Bran cereals marketed sclely as food
products are not intended to be subject
to regulation by the OTC laxative drug
monograph. Therefore, “dietary bran” is
not included in this tentative final
monaograph. The agency is aware,
however, that bran has been marketed
and labeled for use as a laxative.
Therefore, “bran” is included in this
tentative final monograph for those
products that are marketed as laxative
drug products. In order to avoid the
impression that all high fiber food
products regardless of labeling would be
subject to the monograph, the term
“bran”, rather than “dietary bran” is
used in the monograph.

A product that contains bran and that
makes a laxative claim is subject to
regulation as a drug. To aveid such
regulations, it need merely drop the
laxative claim. Laxative claims on a
food preduct such as “the modern
laxative” ‘would bring the food product
within the definition of “drug” in section
201(g}{(1){B) of the act (21 U.S.C. 321
(g}1}(B}). In the absence of laxative
claims, bran cereals and other bran
products would be regulated as foods.
Claims such as “contains fiber, which
provides bulk to the diet.” or “food-fiber
cereal,” generally would be considered
to be-descriptive statements of the
cereal’s food properties and would not
be considered drug claims.

39. A comment contended that
breakfast cereal containing dietary bran
is always consumed with milk;
therefore, the “adequate liquid intake”
labeling in recommended § 334.10 is not

necessary. The comment further stated
that it is inappropriate to describe a
bowl of cereal as a “dose,” and
suggested that the term “serving” would
more completely describe the form in
which cereal is consumed.

The required labeling statements for
bulk-forming laxative drug products are
not intended for breakfast cereals
containing dietary bran that are sold as
and designed to be consumed as foods.
Thus the agency will not require such
food products to bear the required
labeling statements for bulk-formimg
laxatives, including the statement in
§ 334.10 regarding adequate liguid
intake. However, as discussed in
comment 38 above, if cereal products
contain a drug claim the product is then
subject to being regulated as a drug and
must then conform to the monegraph.

40. A comment stated that bran-rich
breakfast cereals are not drugs, and
restrictions on advertising that are
appropriate for drugs are not
appropriate for breakfast cereals. The
comment stated that the Laxative Panel
disappreved of any mention of a
laxative product’s good taste. The
comment contended that bran-rich
breakfast cereals with a laxative claim
should not be forced to discontinue the
use of “good taste” as an advertising
claim,

As discussed in comment 38 above,
the agency does not intend that bran
cereal food preducts be subject to
regulation by the laxative monograph.
The Panel's statements regarding
palatebility of products concerned drug
products. The agency does not object to
truthful statements which accurately -
reflect inherent characteristics of a drug
product, but agrees With the panel that
they should not be used in a manner o
support claims of effectivensss or to
promote frequent or continued use.

41, A comment stated that
recommended § 334.50(c) (4), (5}, and (6),
which pertain to the amocunt of sodium,
potassium, and magnesium in the
maximum recommended daily dose of a
laxative product, should not be
applicable to bran-rich cereals. The
comment contended that recommended
§ 334.10 indicated no upper dosage
limitation for dietary bran, and as such,
recommended § 334.5G(c) (4), (5], and (8)
would be unwerkable. The comments
further contended that sodium and
magnesium labeling is covered by
nutritional labeling under food
regulations and that it would be
cumbersome and unnecessary to have
comply with twa sets of labeling on -
precisely the same elements.

As discussed in comment 38 gbove,
bran-rich breakfast cereals would be
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subject to the drug labeling requirements
of the laxative monograph only if they
make a laxative claim. If a product
makes a drug claim there is no reason
why that product should be exempt from
any requirements applicable to similar
drug products. If a bran cereal product
wishes to avoid drug labeling
requirements it need only avoid making
& laxative claim. C-

42. One comment questioned whether
the water-retaining properties of
polycarbophil, in vitro, have g
correlation with its laxative action,

The Panel presumed that
polycarbophil acts by retaining water
intraluminally and opposing ’
dehydration in the bowel, The
conclusion of effectiveness, however,
was based on clinical studias that
demonstrated that polycarbophil
produced laxation. As stated in the
response tc comment 22, the exact
mechanism by which mas: laxative
agents produce laxation is unknown,
Although knowledge of these
mechanisms is desirable, it is not
essential to a determination of safety
and effectiveness,

43. A comment stated that it wanted
to clarify that native carrageenan was
an emulsifying agent and not an active
ingredient of g particular product,

The Panel reviewed native
arrageenan as an active ingredient
because it was listed on the label of a
product submitted for review, The Panel
believed that because this ingredient is
a hydrocolloid it had potential as a bulk-
forming laxative. However, because nf .
the lack of effectiveness data the Pane] -
placed this ingredient in Category 117,
The agency agrees with the Panel that
additional data are necessary before
this ingredient can be considered a
Category 1 laxative ingredient. Native
carrageenan could be used as an
inactive ingredient {emulsifying agent)
because this ingredient ig widely used in

- the food industry as a stabilizer and
demuicent. FDA does not object to
native carrageenan being included in
laxative products as an inactive
ingredient. However, its name should
not be placed on the label in & manner
that would mislead the consumer into
thinking that it is an active ingredient,

44. One comment requested that
recommended § 334.10(b) “Cellulose
derivatives,” be revised to include
alpho-cellulose (powdered cellulose) as
a Category 1 bulk laxative, The comment
submitted data {Ref, 1) that, it claimed,
demonstrate the safety and :
effectiveness of alphe-cellulose for OTC
use as a bulk laxative,

After reviewing all of the available
lata, the agency believes that the data
are inadequate to establish general

recognition of safety and effectiveness _
of alpha-cellulose as an OTC laxative
ingredient. _

As evidenced by the FDDA GRAS Food
Ingredient Report {FDABF-GRAS-028),
cellulose is generally recognized as g
safe ingredient. Alpho-cellulose
undoubtedly has potential as an OTC
laxative ingredient, as several
semisynthetic celluloses
(methylcellulose and sodium
carboxymsihyleelluﬂose} are already
included in the proposed monograph for
OTC laxative drug products, However,
general recognition of effectiveness has
not been demonstrated by the submitted
studies, The subjects in the submitted
studies were selected on the basis of
slowest transit times and lowest daily
fecal outputs, and do not meet the
definition of constipated subjects
{persons with not more than three
spontaneous evacuafions per week].
Because laxatives are intended to
relieve constipation, effectiveness
cannot be established by studies in
asymptomatic individuals.

While it could be argued that alpha-
cellulose should be included in the
monograph begause of itg similarity to
the semisynthetic cellulose derivatives,
the agency notes that the dose of the
cellulose derivatives recommended by
the Panel in the proposed monograph is

‘410 6 g whereas the dose used in the

submitted studies was 14 g cellulose
plus 6 g pectin, Although the comment
concludes that pectin is an inactive
ingredient, the difference in the dose of

“the cellulose is not explained. Therefore,

the agency concludes that g clinical
study, similar in design to those
submitted (but in constipated subjects)
is necessary before alpha-cellulose can
be included in the monograph,

The agency’s detailed comments and
evaluation on the data and itg
recommendation for additional studies
are on file in the Dockets Management
Branch (Ref. ). °
References k

{1) Comment No. CP, Docket No. 78N-036L,
Dockets Management Branch. )

{2] Letter from William E, Gilbertson, FDA,
to Harold €. Anderson, Syntex Corporation,
ANS LET 009, Docket No. 78N-038L, Dockets
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D. Comments on Hyperosmotic
Loxatives

45. Several comments requested
clarification of the dosage for glycerin
suppasitories in recommended
§ 334.12{a). One comment pointed out
that the Panel had concluded that
glycerin is safe in the amounts wsually
used rectally, but then went on to
esiablish a 3 g suppository as the only
adult dose and a 1 to 1.5 g suppository -

- under 8 years of age . . . .

dosage range for children under g vears
of age. One comment stated that it is
unclear whether the dosage refers to the _
total weight of the suppository or to the
weight of glycerin in each suppository.
The comments stated that marketed
adult glycerin suppositories range from 2
i0 3 g of glycern per suppositories range
from 1 to 1.7 g of glycerin per
suppository. The comments
recommended that the monograph

+ should more closely reflect what has

been marketed. One comment alsg noted
that recommended §334.12(a} made no
specific mention of dosage levels for
infants or for children 6 to 12 years of
age. The comment suggested that the
dosage be clarified by revising the
Panel’s final sentence in §334.12{a) to
read “Adults and children 6 years or
older. . .” and by revising the second
sentence io read “Infants and children

3

The agency agrees that the dosages
for glycerin suppositories should be

-clarified and believes that the Panel’s

recommended dosages for glycerin
suppository refer to the weight of the
glycefinin each suppositery. Based on
the information provided by the
comments and the agency’s independent
survey of marketed glycerin suppository
products (Ref. 1 through 4}, the agency
has determined that most glycerin
suppositories are manufactured and
marketed according to “The United
States Pharmacopeia” {Usp)
specifications, and that adult
suppositories contain between 2 and 3 g
of glycerin, and children’s suppositories
contain between 1 and 1.75 g of glycerin,
The tentative final monograph reflects
these ranges,

Also, the dosages recommended by
the Panel in § 334.12(a) need to be
revised to indicate that the adult dosage
range is the same as for children g years
of age and over. However, as discussed
in part II paragraph 2. below,
constipation in children under 2 years of
age should be diagnosed by a doctor,
Therefore, dosages for children under 2
years of age are included in the
monograph only under professional
labeling,

References
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46. One comment recommended that
the warning for products containing
glycerin in recommended § 334.54(a}{1}).
i.e., “For rectal use only and not for oral
use. Large doses of glycerin if taken
orally can lead to serious toxic effects.”
be shortened to “For rectal use only.”
The comment stated that this shortened
statement plus the mandatory warning
in § 330.1(g), “In case of accidental
ingestion, seek professional assistance
or contact a Poison Contrel Center
immediately,” are sufficient to convey
the full intent of the warning, and that
the other statements are redundant.

The agency agrees with the comment
and is proposing that the warning read
“For rectal use onty.” Consumers are
generally aware of the mode of
administration of suppository dosage
forms. The phrase “for rectal use ounly”
is sufficient for those who are unfamiliar
with this dosage form. While it is
unlikely that these preducts would be
ingested, the mandatory warning in
§ 330.1(g) {21 CFR 330.1(g)) about
accidental ingestion informs consumers
of the proper action to take in case of
accidental ingestion.

E. Comments on Lubricant Laxaiives

47. Two comments suggested that the
first phrase of the caution for mineral oil
in recommended § 334.56(a)(1}, “to be
taken only at bedtime,” should be
deleted because this information is
already provided in the “Directions for
use” in recommended § 334.14(a).

Three other comments disagreed with
the wording of the dosage for mineral oil
emulsion in recommended § 334.14(b)
which states, “Adult oral dosage is 15
mL to 45 mlL of mineral oil component of
emulsion administered orally twice
daily with the first dose taken on arising
and the second dose taken at bediime
and neither dose at mealtimes . . . "
The comments argued that this dosage
statement could be misinterpreted to
mean that 15 to 45 mL should be taken
twice daily; giving a maximum daily
dose of 30 to 90 mL, although the Panel
clearly meant 15 to 45 mL to be the
maximum daily dose, to be taken in two
equally divided doses. The comments
also pointed out that the children’s
dosage statment in recommended
§ 334.14(b] could be similarly
misinterpreted. One of the commenis
suggested that recommended § 344.14(b]
be revised to read, “Adult oral dosage is
15 mL to 45 mL daily of mineral oil
component of emulsion administered

orally twice daily in divided doses with
the first dose taken on arising and the
second dose taken at bedtime and
neither dose at mealtimes.” :
The agency agrees that the warnings.
dosage, and directions for use for both
mineral oil and mineral oil emulsion are
confusing and require clarification. The
difference in directions for use between
mineral oil and mineral oil emulsion is
not adequately justified. Mineral oil
emulsion is merely a different
formulation of mineral oil; mineral oil is
the active ingredient in mineral oil
ermulsion. Therefore, this tentative final
monograph provides for warnings and

_directions for use for mineral oil only.

The emulsion formulation is not
included in this tentative final
monograph, although manufacturers
may choose to formulate mineral oil as
either the plain oil or as an emulsion.
The directions for use will provide for a
minimum adult does of 15 mL with &
total maximum daily dose of 45 mL. For
children over 6 years of age, the
minimum dose is 5 mL with a maximum
total daily dose of 15 mL. Mineral oil is
most often taken at bedtime, but
restricting its adminisiration to a
particular time of day is unnecessary
except that it should not be '
administered with meals because of
potential interference with the
absorption of fat-soluble vitamins.
Because some persons prefer to take
mineral oil in divided deses, the agency
is proposing that directions for use
provide that products may be labeled so
that the dosage may be administered in
either a single daily dose or in divided
doses provided that no dese'is taken at
mealtimes. The agency believes that
these direciions more accurately reflect
the current usage of mineral oil.

48, Two comments objected to the
statement requiréd for mineral oil
products in recommended § 334.56(a)(1}
that warns against the administration of
mineral oil “to pregnant women, to
bedridden or aged patients.” The
comments argued that the caution was’
unwarranted in view of the considerable
body of evidence {(Refs. 1 through 6}
supporting the safe and effective use of
mineral oil in such patients and fn view

-

_of the general warning in recommended

§ 334.50(c){3}, which limits the OTC use
of laxative products to 1 week. One of
the comments argued that “since
difficulties in absorbing vitamins A, D,
E, and K occur very rarely and then only
under conditions of chronic use of
lubricant laxatives, the caution is not
necessary because use is limited to
weelk.”

The agency concludes that the studies
submitted by the comments (Refs. 1
through 6} do not support deleting the

.

statement in recommended

§ 334.56{a)(1) that warns against the use
of mineral oil by pregnant women and
bedridden patients. Only cne of the
submitted studies (Ref. 2} included
pregnant women, and no mineral oil was
administered in that study. Because data
are lacking to support the comments’
argument, the agency concurs with the

Pane] that lubricant laxatives should not

be given to pregnant' women. The Panel
pointed out that ingested mineral oil
may lower prothrombin levels, probably

_secondary to impaired vitamin K

absorption, and therefore the regular use
of mineral oil in pregnancy may
predispose the newborn to hemosrhagic
disease (40 FR 12912}

Additionally, only one of the
submitted studies (Ref. 3) dealt
extensively with bedridden patients.
and, again, no mineral oil was
administered. Because data are again
lacking to support the comments’
argument, the agency concurs with the
Panel that lubricant laxatives should not
be given to bedridden patients because
the ingested mineral oil may be
aspirated and cause lipid pneumonitis
{40 FR 12912). [n view of the lack of
data, the agency does not believe that
the 1-week limitation in recommended
§ 334.50{c)(3) would assure the safe use
of mineral oil in pregnant women of
bedridden patients.

The other submitted studies {Refs. 1.
4, 5, and 6) offer sufficient evidence to
support the safe use of lubricant
laxatives, such as mineral oil by aged
patients, The Panel was primarily
concerned that the absorption of a
aumber of dietary nutrients, including
fat-soluble vitamins, may be impaired
by the ingestion of mineral oil during or
after meals. Labeling that directs
persons not to take mineral oil with
meals can reduce the possibility of
mineral oil interfering with the
absorption of vitamins in aged patients.
Also, the Panel's warning against the
use of mineral oil by the aged
apparently was hased on a concern that
aged patients have a debilitated or
“waorn out’’ gastrointestinal tract. The
submitted studies, however,
demonsirate that the gastrointestinal
tract does not “wear out” with age and
that clinical observation of
gastrointestinal problems in older
patients differs little from younger
individuals (Refs. 1 and 6} Based on
these dats, the agency believes thata
warning against the use of mineral oil
laxatives by a particular group of adults
because of their age s unwarranted
without further sound medical rationale
supporting specific age limitations.
Therefore, the agency has deleted the
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phrase “or aged” from the warning
statement required for mineral oil
products in this tentative final
monograph. .

In addition, in the Federal Register of
December 3, 1982 (47 FR 54750, the
agency published a final rule amending
the general drug labeling provisions in
Part 201 {21 CFR 201.63]} to include a
warning concerning the use by pregnant
or nursing women of OTC drugs
intended for systemic absorption, The .
final rule states that, where a specific
warning relating to use during
. pregnancy or while nursing has been

established for a particular drug product
in an NDA or for a product covered by
an OTC drug final monograph, the
specific warning shall be used in plece
of the general warning, unless otherwise
stated in the NDA or in the final OTC
drug monograph, While the warning
recommended by the Panel covers use of
mineral oil during pregnancy, it does not
refer to its use by nursing mothers.
Therefore, the following additional
statement is being proposed in this
tentative final monograph for mineral
oil: “As with any drug, if you are nursing
a baby, seek the advice of a health
professional before using this product.”
Accordingly, in this tentative final
monograph the agency proposes that the
specific pregnancy and nursing
warnings discussed above for mineral
oil supersede the general warning
-required under § 201.63.
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49. Two comments maintained that
the statement recommended for mineral
oil products in § 334.56{a){1) that warns
against giving mineral oil “to persons
having recent episodes of vomiting or
regurgitation, or to persons having
abdominal pain” is redundant and

duplicates the general warning for all
laxatives in recommended § 334.50(c){1],
which states, “Do not use this product
when abdominal pain, nausea, or
vomiting are present.” The comments
suggested revising the warning to
eliminate the statement concerning
vomiting, regurgitation, and abdominal
pain from the specific mineral oil
warnings in recommended § 334.56.

The agency agrees with the
commentis. Accordingly, recommended
§ 334.56 has been revised to delete the
phrase “to persons having recent
episodes of vomiting or regurgitation, or
to persons having abdominal pain.”

50. One comment requested that the
phrase “except on the advice of a
physician” be added to the drug
interaction precaution in recommended
§ 334.56(a)(2}, i.e., “Do not take this
product if you are presently taking a
stool softener laxative.”

The agency agrees with the comment
that situations may exist in which a
physician might choose to use or
combine drugs for 2 medical reason. In
other recent tentative final monographs
the agency has adopted the phrase
“unless directed by a doctor” in place of
phrases such as “except on the advige of
a physician.” Accordingly, the drug
interaction precaution in recommended
§ 334.56 has been revised in the
tentative final monograph to read, “Do
not take this product if you are presently
taking a stool softener laxative unless
directed by a doctor.” The tentative
final monograph also includes the option
of using either the word “physician” or

‘the word *“doctor” in OTC laxative

labeling.
F. Comments on Saline Laxatives

" 51. Two comments stated that the
warning for saline laxatives in
recommended § 334.58(a), which states,
“For occasional use only. Serious side
effects from prolonged use or
overdosage may occur,” is unnecessary
and redundant. The comments pointed
out that the general warning in
recommended § 334.50(c}{3}, which
states, “This product should not be used
for a period of longer than 1 week
except under the advice and supervision
of a physician,” restricts the prolonged
use of any laxative. One comment
further noted that the Panel's statement
at 40 FR 12910 that saline laxatives
should be restricted to occasional use
enly, as serious electrolyte disturbances
have been reported with their long-term
or daily use, is not supported by any of
the references cited by the Panel for
saline laxatives. The comment
submitted a reference claiming to show
that there is no seriocus disturbances 1o
the electrolytic balanee in the blood

with the use of a kit containing
magnesium citrate {Ref. 1). The
comments concluded that there wasno

“clinical justification for singling out

saline laxatives such as magnesium
citrate for disturbing electrolyte balance
and recommended that § 334.58(a} be
deleted from the monograph.

The agency has reviewed the data
cited by the comment and believes that
they do not provide a basis for deleting
the warning. Magnesinm citrate was
administered orce to each patient ag
part of a bowel cleansing regimen in
preparing patients for barium x-ray,
Although none of the patients
experienced any electrolyte
disturbances, the data do not provide
information regarding the Panel’s
concerns about elecirolyte disturbances
from long-term use of saline laxatives.
However, the general warning :
recommended by the Panel in
§ 334.50(c}(3] restricts the use of any
laxative to not longer than 1 week.
Therefore, the specific warning in
recommended § 334.58(a) is unnecessary
and is not included in the tentative final
monograph.

Reference

(1) Irwin, G. A. L., J. E. Shields, and W. W.
‘Wolff, “Clearer Roentgenographic
Visualization of the Colon,”
Gastroenterology, 67:47-50, 1974.

52. Two comments noted that
recommended § 334.16(a){2] states that
magnesium citrate products may be
formulated in combinations with the
sequestering agents, citric acid and
anhydrous sodium citrate, to allow
magnesium to be held in solution as a
complex. The comments pointed out that
the monograph for magnesium citrate

" solution in “The National Formulary”

Lists potassium bicarbonate in the prime
formula and provides for sodium
bicarbonate as an alternate ingredient
{Ref. 1). The comments proposed that
recommended § 334.16{a}(2] be revised
to permit the use of potassium citrate as
an alternate ingredient to sedium citrate.
Since submission of the comment,
magnesium citrate oral solution has
been added as an official article to the
USP {Ref. 2). The agency has no
objection to the use of different
sequestering agents for magnesium
citrate formulations because these
ingredients are not active ingredients
and do not coniribute to the laxative
effect of the product. The agency points
out that the OTC drug review is
primarily ar active, not inactive
ingredient review. Inactive ingredients
are not usually included in the OTC drug
monographs. They must, however, mest
the requirements of § 338.1(<) (21 CFR"
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330.1(e)) that they be suitable
ingredients that are safe and do not
interfere with the effectiveness of the
product. Because the purpose of the
OTC drug review process is to
determine the safety and effectiveness
of OTC drugs, the OTC advisory réeview
panels occasionally made
recommendations with respect to
inactive ingredients; these
recommendations were made to call
attention to those inactive ingredients
that could potentially interfere with the
safety and effectiveness of the product.
In the case of the inactive ingredientis in
magnesium citrate solution, the agency
is unaware of any evidence to
demonstrate that they could potentially
interfere with the safety and

- effectiveness of the product. Therefore.
the specific sequestering agents for
magnesium citrate selution which had
been recommended by the Panel are not
included in the tentative final
monograph.
References

{1} “The National Formulary.” 14th Ed..
Amerjcan Pharmaceutical Association,
Washington, pp. 389-390, 1975.

{2} “The United Stales Pharmacopeia.” 20th
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Convention, Inc., Rockville, MD, pp. 458-460.
1980.

53. Two comments submitted a
number of studies {Refs. 1 through 4] to
show that one of the major professional
uses of magnesium citrate solution is for
the preparation of the colon for x-ray
and endoscopic examination. Based on
these studies, the comments requested
that recommended § 334.80 be ameded
1o allow the following professional
labeling claims for magensium citrate:
“For the preparation of the colon for x-
ray and endoscopic examination.” One
comment further proposed that the claim
“for use in'preparation of the patient for
surgery” also be allowed.

The agency has reviewed the-
submitted studies and believes there is -
sufficient evidence to support the use of
magnesium citrate as part of a bowel
cleansing regimen in preparing the
patient for surgery or for preparing the
colon for x-ray or endoscopic
examination. However, none of the
studiés used magnesium citrate solution
alone to evacuate and cleanse the colon.
In each of the studies, magnesium citrate
solution was used with either bisacodyl.
enemas, overhydration, or dietary
restirctions as one part of an overall
regimen in preparing the patients for
surgery, or preparing the colon for x-ray
or endoscopic examination.

Therefore, the agency is proposing in
the tentative final monograph that the
Category [ professional labeling claim

be limited to the following: “For use as
part of a bowel cleansing regimen in
preparing the patient for surgery or for
preparing the colon for x-ray or
endosopic examination.™

The agency's comments and
evaluation on the data are on file in the
Dockets Management Branch {Refs. 5
and 6).
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54. One comment requested that
recommended § 334.16(b) be revised to
include an infant dosage for milk of
magnesia {(magnesium hydroxide}. The
comment pointed out that an infant
dosage for mitk of megnesia was
submitted to the Panel for evaluation,
but that neither the Panel’s minutes nor
the preamble to the monograph reflect
any consideration of this issue. Noting
that its laxative product, which contains
milk of magnesia and is labeled for use
in infants. has been marketed for over 25
years, the comment argued that there is
nething in the medical literature that
would cast doubt upon the continued
use of an infant dosage for milk of
magnesia.

— Magnesium hydroxide has been used

for the relief of constipation in infants.
The available literature indicates that
the magnesium hydroxide dosage
generally recommended for infants is
0.035 to 0.043 gram per kilogram per
dose {Refs. 1 and 2). However, as

discussed in part IL. paragraph 2, below.

the agency believes that constipation in
children nnder 2 years of age could be
indicative of a more serious condition
that should be diagnosed by a doctor.
Therefore, dosages for children under 2
years of age are included in the
tentative final monograph only under
professional labeling.
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55. Two comments noted that the
daily dosage range for magnesium
citrate as expressed in milliequivalents
{mEq) magnesium ion is listed in the
recommended monograph as 77 to 126
mEq magnesium ion in § 334.16(a) under
Subpart B—Active Ingredients and as 77
to 141 mEq magnesium ion at 40 FR
12910. The comments conteded that both
calculations for mEq magnesium ion
were incorrect and noted that the mEq
stated for the magnesium ion neither
conformed to the volume limits of the
usual daily dosage range for magnesium
citrate solution, nor to the magnesium
oxide limits, as listed in the monograph
for magnesium citrate solution in the
“National Formulary” (Ref. 1). The
comments further contended that the
upper limit of 18 g for the daily dosage
range of magnesium citrate

- recommended in § 334.16(a) shmﬂd be

extended to 25 g because the usual daily
dosage of magnesium citrate solution
varies from 200 to 350 mL. v
The agency agrees with the comments
that the daily dosage range for
magnesium citrate as expressed in mEq
magnesium ion is in error. However, the
agency does not believe that there is a
need to state the dosage for
administration in milliequivalents
because such information could be
confusing to consumers. The agency also
agrees that the upper limit of the daily
dosage range of magnesium citrate
should be extended to 25 g. Based on
submissions to the agency, products
currently marketed, and other available
information, the agency notes that
magnesium citrate, when used as a
laxative, is usually formulated and
administered as an oral solution within -
the requirements of the USP. Magnesium
citrate oral solution, (see comment 52
above) contains in each 100 mL, 5.8 o
7.1 g of magnesium citrate equivalent to
not less than 1.55 g and not more than
1.9 g of magnesium oxide (Ref. 2}. The
usual daily dosage for magnesium
citrate oral solution is 200 to 350 mL.
Based on the lower and higher limits of
the amount of magnesium citrate in 100
mL of solution, the usual daily dosage
would contain 11.6 to 24.8 g of
magnesium citrate. The agency is
expanding the dosage range for
magnesium citrate for use as a laxative
from 11 to 18 g to 11 to 25 g to be
compatible with the USP requirements.
Therefore, the following directions for
use are included in the tentative final
monograph for magnesium citrate:
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“Adults and children 12 years of age and
over: oral desage is 11 to 25 grams.
Children 6 to under 12 years of age: cral
dosage is 5.5 tg 12.5 grams. Children 2 to
under 6 years of age: oral dosage is 2.7
to 6.25 grams. The dose may be taken as
a single daily dose or in divided doses.
Children under 2 years of age: consult a
doctor.”
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(1) “The National Formulary,” 14th Ed.,
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Washington, pp. 389-350, 1975.
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Convention, Ine., Rockville, MD, Pp. 459460,
1380,

. 58. Four comments cbjected to the
phrase “taken in dividend doses” in the
total daily dosage for magnesium citrate
in recommended § 334.15(a} and for
magnesium hydroxide in recommended
§ 334.18(b). Several of the comments
stated that the phrase “in divided
doses” is not applicable to the
administration of niagnesium citrate and
magnesium hydrexide because these
laxative ingredients are usually
administered in single doses, that is,
“once daily or at bedtime, or as directed
by a physician.” One of the comments
pointed out that magnesium citrate
solution is packagedina single-dose
container and each unit cannot be used
more than once. Another comment
stated that magnesium hydroxide when
used as an antacid is given in divided
doses, but when used as a laxative is
given as a larger single dose. The
comments pointed out that, in the
absence of safety or effectiveness
Questions, there is no reason to prohibit
a single-dose administration of these
ingredients. Some of the comments
requested that the dosage regimen
permit both single and divided dosage
directions. Others suggested a single
dosage, once daily or at bedtime, or as
directed by a physician.

Magnesium salts, magnesium citrate,
magnesium hydroxide, and magnesium
sulfate when used as laxatives are
generally administered as a single dose
once per day {Refs. 1, 2, and 3). The
agency is not aware of any evidencs
contradicting the safety or effectivenogs
of these laxative ingredients when the
recommended total daily dosage is
adminisiered either in a single dose
once per day or in divided doses,
Therefore, the tentative final monograph
provides for both single daily doses or
divided doses of the magnesium salts,
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57. Three comments requested a .
revision of recommended § 334.58(b),
which provides for storage of
magnesium citrate solution in a cold
place (refrigerator temperature) to retard
decomposition. The comments pointed
out that this statement was appropriate
for magnesium citrate solution prior to
the modification of the manufacturing
process in which a pasteurization step
was introduced. The comments further
pointed out that the requirements in the
“National F ormulary” for magnesium
citrate solution call for storage at
controlled room temperature or in a gool
place (Ref. 1j. Therefore, the comments
requested that § 334.58(b) either be
deleted or replaced with the storage.
statement in the “National F ormulary”,

Magnesium citrate in oral solution is
an official article in the USp {Ref. 2).
Therefore, the agency agrees that the
storage conditions for magnesium citrate
in oral solutien should conform to the
current ¢fficial compendium, which
requires storage at controlled room
temperature or in a cogl place. The USP
defines “controlled room temperature”
as between 59 and 85 °F {15 and 30 ")
and “cool place” as between 46 and 59
°F and {8 and 15 "C) (Ref. 2). Therefore,
this tentative final menograph states
that magnesium citrate when formulated
in oral solution should be stored at
temperatures between 45 and 86 °F (8
and 30 "C),
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58. One comment submitted a number
of references (Ref, 1) to show that the
phosphate saltg administered either
orally or rectally are vseful therapy for
breparing the colon for x-ray, )
endescopic examination, and for
preparing the bowel for suigery. The
comment requested that recommended
§ 334.80(a)}, which contains the
professiona] labeling for products
containing phosphate salts, be amended
to allow the elaim "“For use in -
preparation of the patient for surgery or
for preparation of the colon for x-ray

and endoscopic examination.” In
addition, the comment requested that
the upper limits for the daily dosage
range for orally administered sodium
biphosphate and sodium phosphate in
recommended § 334.18[d) be expanded
from19.2 g to 21.3 g for sodium v
biphosphate and from 7.2 gto 8 gfor
sodium phosphate for these professional
labeling indications.

The agency reviewed the submitted
studies and agrees with the comment
that phosphate salts are useful therapy
for use in preparation of the colon for x-
day and endoscopic examination or far
the preparation of the patient for
surgery. However, in most of the
submitted siudies phosphate salts were
not used alone, but were used as part of
an overall bowel cleansing regimen,
which included overhydration, dietary
restrictions, and/or other laxative
agents. Accordingly, the professional
labeling section of the monograph for
phosphate salts, has been amended to
include the following indication: “For
use as part of a bowel cleansing regimen
in preparing the patient for surgery or
for preparing the colon for X-ray or
endoscopic examination.” Alsgo, the
studies submitted did not contain
sufficient data to justify an increase in
the upper limit of the dosage ranges for
sodium phosphate and sodium
biophosphate. However, in this tentative
final monograph the agency is
expanding the dosage ranges for
phosphate salis 1o be tompatible with
the USP as follows: (1) Sodium
Phosphate/sodium biophosphate
solution. Oral dosage, Adults and .
children 12 years of age and over: oral
dosage is sodium phoshpate 3.42 t6 7.55
grams, and sodium biphosphate 8.1 to
20.2 grams in g single daily dase.
Children 16 to under 12 years of age:

. oral dosage is sodium phosphate 1.71 to

3.78 grams and sedium biphosphate 4.5
to 10.1 grams in a single daily dose.
Children 5 ¢6 under 10 years of age: Oral
dosage is sodium phosphate 0.85 to.1.88
grams and sodium biphosphate 2.2 o
3.05 grams in a single daily dose.
Children under 5 years of age: consult a
doctor. Enema dosage. Aduits and
children 12 years of age and over:
énema dosage is sodium phosphate 8.84
to 7.56 grams and sodium biphosphate
18.24 to 20,16 grams in a single daily
dose. Children 2 to under 12 years of
age: enema dosage is sodium phosphate
3.42 to 3.78 grams and sodium
biphosphate 8,12 15 10.08 grams in a
single daily dose. Children under 2 years
of age; consult a doctor.,

(2) Sodium phosphate. Adults and
children 12 years of age and over: ora]
dosage is 3.42 to 7.56 grams in a single
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daily dose. Children 10 to under 12 years
of age: oraldosage is 1.71 to 3.78 grams
in a single daily dose. Children & to
under 10 years of age: oral dosage is 0.86
to 1.89 grams in a single daily dose. '
Children under 5 years of age: consult a
dogtor.

 (8) Sodium biphosphate. Adults and
children 12 years of age and over: oral
dosdge is 4.5 to 20:2 grams in a single
daily dose. Children 10 to under 12 years
of age: oral dosage is 2.25 to 10.1 grams
in 2 single daily dose. Children 5 to
under 10 years of age: oral dosage is 1.12
to 5.05 grams in a single daily dose.
Children under 5 years of age: consult a
doctor.

The agency's commenis and
evaluation on the data and its
recommendations are on file in the
Dockets Management Branch (Ref. 2}.
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50. One comment stated that the usual
daily dosages recommended for the
phosphate salts {disodium phosphate,
sodium phosphate, sodium biphosphate.
and monosodium phosphate]j as stated
in the table at 40 FR 12011 and in
recommended § 334.16{d} are unclear
because disodium phosphate and
monosodium phosphate are synonyms
for sodium phosphate USP and sodium
biphosphate USP, respectively. The
comment recommended that the names
monosodium phosphate and disodium
phosphate, along with their
corresponding dosages, be deleted. The
comment stggested that the monograph
state that only the USP names, with the
designated chemical formulas and
molecular weights for sodium phosphate
and sodium biphosphate, be allowed in
all labeling to avoid error in interpreting
which salt is meant. Another comment
stated that the milliequivalents
expressed for the ionization produgts of
the phosphate salts should have been
calculated for the products resulting
from ionization in aqueous solution, as
would be ingested by the consumer,
rather than the phosphate ion species
released by alkaline degradation.

The agency agrees with the comment
that the names and the dosages for the
phosphate salts as stated at 40 FR 12811
and in recommended § 334.16{d} and
§ 334,35(a) are confusing. Disodium
phosphate and mongsodium phosphate
are synonyms for sodium phosphate and
sodium biphosphate, respectively.
However, only the official names of

these ingredients, i.e., sodium phosphate
and sodium biphosphate, need to be
designated in the monograph. Also,
because these ingedients are official
compendial articles there is no need to
specify their molecular weight and
chemical formula in the monograph.

Although the agency agrees with the
comment that the milliequivalents
expressed for the ionization of
phosphate salts should have been
calculated for the products existing in
aqueous solution, in this tentative final
monograph the agency states the dosage
in grams of sodium phosphate and
sodium biphosphate. {See comment 58
above.)

0. One comment submitted an
unpublished stndy in response to the
Panel’s recommendations at 40 FR 12919
for further definitive, well-designed
studies to establish a safe and effective
laxative dose for tartaric acid and
tartrate preparations (Ref. 1). The
comment stated that the study supports
the safety of tartaric acid and tartrate
preparations and supports reclassifying
them from Category 11l to Category 1 for
use as a laxative,

The Panel recommended that the
usual daily dose of tartrate preparations
when used as laxatives (5 to 10 g} was
probably safe, but that additional data
were necessary to justify an increase in
the total daily dose beyond 10 g. The
submitted study was designed to
determine the extent of absorption and
metabolism of sodium ¥C-tartrate in the
rat and in humans and to study
quantitatively the effect of tartrate
ingestion upon the acid-base status in .
humans. From the results in one phase
of the study, consisting of the
administration of sodium uC-DL-tartrate
orally and parenterally to humans and
rats, intestinal absorption was
calculated as 18 percent of the dose in
humans and 81 percent in rats, of which
the greater portion in both humans {14
percent) and rats {70 percent] was
excreted in the urine. Because the 1C-
labeled tartrate was excreted as
respiratory carbon dioxide to a greater
extent after oral than parenteral
administration, the authors concluded
that the main site of tartrate metabolism
is in the intestine. Studies measuring
iartrate metabolism and carbon dioxide
liberation. from intestinal bacteria
confirmed this conclusion. In the acid-

 base studies, one subject was given 24 g

and another 30 g per day of unlabeled
codium L-tartrate. The authors found no
evidence of renal toxicity in the two

subjects as assessed by maintenance of

normal creatinine clearance and the
absence of proteinuria. However, the
authors indicated, based on the weight
of the stools collected, that the laxative

effect was slight and questioned the
reputation of the tartrates as laxatives.

Although the study provides
information to establish the safety of
tartrate preparations in the dosages
normally used in OTC laxative
formulations, additional effectiveness
data are needed before tartaric acid and
tarirate preparations can be generally
recognized as effective for oral use as
OTC laxatives.

The agency's comments and _
evaluation on the data and its
recommendation for additional studies
are on file in the Dockets Management
Branch (Ref. 2).
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. Comments on Stimulant Laxatives

61. One comment stated that there
was ambiguity in the Panel's definition
of “stimulant laxative” in recommended

- § 334.3(1), which states, “An agent that
promotes bowel movement by one of
more direct actions on the intestine,”
because this definition could
conceivably be interpreted to include
every clinically active laxative agent.
Aceording to the comment, saline and
hyperosmotic laxatives would be
included within the definition because
they act directly on the intestine by
increasing intestinal water content,
thereby promoting bowel movement;
bulk laxatives would be included
because they increase motor activity of
the colon through pressure stimulation
by increasing intestinal bulk and water
content. The lubricant laxatives would
alse be included because they exert one
of more direct actions on the intestine
by coating the intestinal wall to
lubricate the passage of the intestinal
contents. The comment recommended
that stimulant laxative be defined as
“an agent that promotes bowel
mevement by increasing peristalsis in
the colon through direct stimulation of
neuro-muscular components of the
intestinal wall.” The comment
concluded that this definition does not
include saline and hyperosmetic
laxatives which do not increase
peristaltic activity by direct neuro-
muscular stimulation of the colon, but
act through an intervening
pharmacologic mechanism. Another
comment stated that stimulant laxatives
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do not “stimulate” anything, but act in
the same manner as the other laxatives.
In defining stimulant laxative, the
Panel provided a general definition that
it felt would be applicable to all
stimulant laxatives. The panel
recognized that some of the so-called
“stimulant laxatives” have recently
been shown to promote laxation by
means other than stimulation, but the
exact mechanism by which they
promote laxation is not known (40 FR

12908). Until the precise mechanisms for-

the “stimulant laxatives” have been
defined, there is sound basis for
changing the Panel’s definiiion.

62. One comment disagreed with the
Panel's recommendation that all
stimulant laxatives bear the class
warnings in recommended § 334.60{a)
{1}, {2). and [3). The comment argued
that the ingredients classified as
stimulant laxatives are markedly
different from one another in terms of
chemical composition, clinical
pharmacology, and site of intestinal
action. These differences result in wide
variations in therapeutic response and
clinical toxicity for the individual
ingredienis. The comment recommended
amending the warnings and caution
statements so that they properly reflect
the clinical use experience reported for
sach ingredient, rather than have class
w~arnings for the stimulant laxatives.

The agency agrees with the comment.
The class warnings for stimulant
laxatives contained in recommendad
§ 334.60(a] (1), {2}, and (3) are not
included in this tentative final
monograph. {See comments 83, 84, and
65 below.} The agency believes that the
general warnings for OTC drugs in
§ 330.1(g) {21 CFR 330.1{g]}, the general
OTC laxative warnings in recommended
§ 334.50(c), and the ingredient-gpecific
warnings for bisacodyl, castor oil, and
phenolphthalein, will provide consumers
with adequate warnings for the use of
stimulant laxatives. The specific
warnings are based on 2ach ingredient’s
specific clinical pharmacology, clinical
toxicity, and therapeutic response. Thus,
as recommended by the comment, the
warnings for the stimulant laxatives in
the tentative final monograph are now
limited to ingredieni-specific warnings.

83. Numberous comments objected to
the Panel’s recommended warning for
stimulant laxatives in § 334.80(a}{1),
which states, “Caution: Prolonged or
continued use of this product can lead to
laxative dependency and loss of normal
bowel function.” They also objected to
the following portion of the warning in
recommended § 334.60{a)(2): “Serious
side effects from prolonged use . ... can
sccur.” Some of the comments argued
that these warnings were unnecessary

because the general warning for all OTC
laxative drugs in recommended
§ 334.50{c)(3) already warns that OTC

laxatives should not be used longer than

1 week excpet under the advice and
supervision of a physician. Therefors,
according to the comiments, concerns
about serious side effects, loss of normal
bowel function, and laxative
dependency from prolonged use are not
an issue. Several of the comments

argued that because the Panel could not™

define the term “dependency” {in
recommended § 334.60{a){1)), the

- warning should be deleted. Other

cominentis argued that the warnings
should not apply to specific stimulant
laxatives. One comment cited 23
references (Ref. 1) in support of its
argument that prolonged use of
standardized senna during clinical
studies did not cause serious side effects
or lead to laxative dependency. One of
the references, an articlé by Abraham
{Ref. 2}, describes a method for treating
chronic constipation through the
prolonged use of seena with gradually
reduced doses given until regular bowel
rhythm has been established and the
need for a laxative is eliminated. The
comment argued that this demonstrates
that senna does not cause
“dependency.” Another comment cited
an article by Dreiling, Fischl, and
Fernandez (Ref. 3) in sunport of its
contention that the prolonged use of
bisacodyl does not cause serious side
effects. The article reported a clinical
trail in which bisacodyl was given for as
long as 24 weeks and in doses as high as
20 mg per day without cauvsing serious
side sffects “from prolonged use.” The
comments all recommended that
§ 354.606{a){1) and the portion of
§ 334.60{a)(2) that concerns prolonged
use, be deleted from the monograph.
The agency agrees with the comments
that the warnings regarding prolonged
use should be deleted from the
monograph. The warning in
recommended § 334.50{c}(3), which
limits the use of laxative products to not
longer than 1 week, is suificient to warn
consumers against the prolonged use of
OTC laxatives. The agency has also
reviewed the references cited by the
comments and believes that
standardized senna concentrate and
bisacody] usgd under professional
supervision do not cause serious side
effects from prolonged use or lead to
laxative dependency. Thus, the warning
in recommended § 334.60{a}{1}, and that
portion of the warning in recommended
§ 334.80(a){2) concerning prolonged use,
do not appear warranted for stimulant
laxatives as a group and are not
“included in this tentative final
monograph.
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84, Several comments objected to the
poriion of the warning in recommended
§ 334.60({a)(2} for stimulant laxatives
which states that “Serious side effects
from. . . overdose can occur.” The
cominents recommended deleting this -
portion of the warning because it is
repetiticus of the general overdose
warning for OTC drugs in § 330.1{g)
which states, “In case of accidenial

" overdosage, seek professional

assisiance or contact a poison control
center immediately.”

The agency agrees with the
comments. Therefore, that portion of
recommended § 334.60({a){2) concerning
overdose is not included in this tentative
final monograph. In addition, the
remainder of the warning in
recommended § 334.60(a){2) concerning
prolonged use is also not included in
this tentative final monograph. {See
comment 63 above.)

65. Several comments argued that the
Panel's recommended warning in
$ 334.60({a)(3) which states, “This
product should be used only
ocoasionally, bul in any event no longer
than daily for 1 week, except on the
advice of a physician,” is unnecessary.
The commeénts pointed out that the

" warning in § 334.60{a)(3) is nearly

identical o the general warning for all
laxative drugs in recommended

- § 334.50{c){3), which states “This

product should not be used for a period
of longer than 1 week except under the
advice and supervision of & physician,”
The comments stated that the warning
in § 334.80{a}(3) is repetitious and,
therefore, should be deleted.

‘The agency agrees that the warnings
in recommended §§ 334.60{a}(3) and
334.50{c}{3} provide similar information.
To eliminate such redundancy,
recommended § 334.60{a}(3} is not
included in this tentative final
monograph.

86, A comment asked whethep -
danthron acts on the mucosa or the
intramural nerve plexi and whether
there is any possibility of nerve damage.

Although the precise mechanism of

 action of danthron is not known, the

Panel discussed both theories of
action—direct irritant effect on the
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mucosa and stimulation of intramural
nerve plexi. The Panel noted, however,
that both theories lacked experlmental
confirmation. The agency is unaware of
any data supporting the possibi]lity of
nerve damage when danthron is used as
recommended fer OTC use for no longer
than 1 week.

67. One comment pointed out that the
dosage statement for danthron in
recommended § 334.18(e) does not
contain a pediatric desage and that the
usual pediatric dosage for
anthraquinone- -type stimulant laxatives;
such as danthron, is one-half the adult
dosage for children 6 to 12 years of age
- and one-fourth the adult dosage for
children 1 to 6 years of age. The
comment recommended that the
monograph be revised to include the
following pediatric dosages for
danthron:

Children 8 to 12 yeafs of age: 37.5 mg daily
Children 1 to 6 years of age: 9.4 to 37.5 mg
daily

The usual pediatric dosages that the
comment recommends for danthron are
limited io the senna-type
anthraqumones According to Gedding
~ {Refs. 1 and 2}, Ewe {Ref. 3}, Thompson
_ {Ref. 4}, and Breimer and Baars {Ref:5),
danthron differs from the senna-type
anthraquinones in that the active
components of the senna-type
anthraquinones are rhein-glycosides
containing a glucose molecule which
“protects” the active components from
systemicsabsorption. Thus the active
components are not released from the
glucose until they reach their active site
in the colon. The dctive components of
danthron, however, are “free
anthragquinones,” which lack the glucose
molecule and are substantially absorbed
systemically before reaching their active
site in the colon. Because a considerable
amount of danthron is absorbed before
reaching its site of activity, it is less
effective than the senna-type
anthraquinones at a given dose. Also,

because it is more readily absorbed into

the system than the senna-type
anthraquinones, danthron may be more
systemically toxic. Therefore, the
propottionate doses that apply to the
senna-type anthraquinones cannot be
applied to pediatric deses of danthron
without scientific data to support the
safety and effectiveness of a specific
pediatric dose. The comment did not
provide such data,
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68. One comment pointed out that the
professional labeling “for preparing the
colon for x-ray or endoscopic
examination” is provided for some of
the anthraguinones, but not for
danthron. The comment requested that
this indication also apply to products
containing danthron. No data were
submitted to support this request.

The senna-type anthroaquinones are
the only anthraquinone ingredients that
contain professional labeling. As
pointed out in comment 67 above,
danthron reportedly is less effective
than senna at a given dose because- its
active components are substantially
absorbed into the system before
reaching the active site in the colon. The
active components of the senna-type -
anthraquinones appear to be
“protected” from systemic absorption
through their molecular structure which
includes a glucose molescule. Data
demonstrating that danthron is effective
for use in “preparing of the colon for x-
ray or endoscopic examination” are
necessary before the agency can include
this professional indication for danthron
in the monograph. The comment did not
provide any data; therefore, this
indication is not included in this
tentative final monograph.

69. Objecting to the classification of
senna as a stimulant laxative, one
comment argued that recent methods of
investigation, described by Jones and
Godding (Ref. 1), indicate that laxation
resulting from senna is accompanied by
the absence of interaluminal pressure
and the rapid transport of colonic
contents which, according to the
comment, is almost the reverse action of
stimulafion. The comment stated that
the Panel insisted on classifying senna
as a “stimulant” as.a matter of
convenience. The comment contended
that; although the exact mechanism of
action for senna may not be known, the
ingredient should not be classified “as a
matter of convenience,” but on the basis
of scientific information.

The Panel reviewed the text cited by
the comment (40 FR 12909} and
considered the mechanism of action for
senna discussed by the comment. The
Panel pointed out that these
mechanisms lack experimental

confirmation. The comment provided no
new data to show that these
mechanisms are now accepted as
scientifically scund.

Chemically, senna is identified as an
anthraguinone as are the other
“stimulant” laxatives such as cascara
sagrada, danthron, etc. The major active

- components of the anthraguinone

laxatives are anthraquinone glycosides
{Ref. 2). Although the properties of the
individual anthraquinone laxatives vary
with the precise type of glycoside
present and the ease with which the
glycosides are released from the original
molecule (Ref. 3), they are chemically
related. Because this chemical
relationship is known and the precise
mechanism of action is unknown, the
agency believes that there is little
justification for abandoning the
traditional “stimulant” classification as
used by the Panel.
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70. Serveral comments questioned the
Panel's recommended dosages for senna
preparations in § 334.18(h). The
comment pomted out that 1 mL senna
fluid extract is prepared from 1 g of
senna leaf powder and requested that
the dose for senna fluid extract be

- expanded from the 2 ml.dose

recommended by the Panel to 8.5 to 2
ol to correspond to the recommended
dose for senna leaf powder (40 FR
12908). The comment also stated that
senna syrup is prepared from a 1 to 4

. dilution of senna fluid extract; therefore,

the dose for senna syrup should be four
times that allowed for senna fluid
extract. The comment requested
expanding the dosage for senna syrup
from the 8 mL dose recommended by the
Panel to provide for a range of 2 to 8 mL.
The comment also stated that the
parenthetical phrase “(single dose)”
following the heading “Senna
Preparations” in the Panel's
anthraguinone dosage table at 40 FR
12909 was confusing and should be
clarified. Another comment pointed out
that the Panel did not provide for a
rectal dose of senna, even though data
on a suppository containing senna pod
concentrate were submitted to the
Panel. The comment requested that the
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agency provide for a suppository dosage -

‘orm in the monograph, with an adult
dose of 0.6 to-1 g once or twice daily and
a dose for children over 60 pounds that
is one-half the adult dose.

The agency agrees that the Panel's
recommended dosages for senna
preparations are confusing and require
clarification. The available data,
including the submissions made to the
‘Panel as well as additional references
{Refs. 1 through 16}, show that it is
generally accepted that the active
constituent in the various senna
préparations is sennosides A and B. In
many of the submissjons to the Panel,
the dose of the various senna
preparations was standardized to ths
sennosides A and B content. Because
the active constituent in the senna
compounds is senncsides A and B, the
agency is providing in the tentative final
monograph a dosage for sennosides A
and B only. The allowable sources of
sennosides A and B, i.e., senna, senna
pod concentrate, and senna fruit extract,
are listed in the tentative final )
monograph, but specific dosages for
gach individual preparation {e.g., senna’
syrup, senna fluid extract, etc.,) are not
provided as the Panel had
recommended. Manufacturers may
market their products in the formulation

sf their choice using any of the
allowable sources of senna provided
that the equivalent dosage conforms to
the sennosides A and B dosage provided
in the tentative final monograph.

In determining the dose of sennosides
A and B to be included in the
monogzaph, the agency found a wide
variation in the single oral dose of the
marketed products, from 12 mg up to 180
mg equivalent sennosides A and B. The

“gingle dose for most of the products
ranged from 12 to 50 mg equivalent
sennosides A and B with the provision
of a repeat dose later in the day,
resulting in a maximum total daily dose
of 100 mg equivalent A and B. The dose
for children 6 to 12 years of age was

one-half the adult dose and for children -

2 to B years of age the dose was one-
quarter the adult dose. Because most of
the marketed senna products fall within
the above dosage schedule, the tentative
final monograph reflects this dosage
schedule.

The agency is aware of one product
with a single adult dose of 180 mg
equivalent sennosides A and B.
However, this higher dose is not
intended for general laxative purposes;
it is-used to cleanse te colon for x-ray or
endoscopic examination. Although the
agency believes this higher dose product

1ay remain OTG, it is proposing that the
mdication be limited to the following:

841

Tor use as part of a bowel cleansing
regimen in preparing the colon for x-ray
or endascopic examination.” In addition,
in the tentative final monograph the
agency is proposing the fellowing
warning for these products in lieu of the
general warnings in recommended -

§ 334.50{c] (1) through {4}: "Do not use
this product unless directed by a
doctor.”

The agericy has reviewed the data
submitted on the suppository dosage
form of senna containing 652 mg senna
pod concentrate {equivalent to 30 mg

- sennosides A and B) and concludes that

it is sufficient to establish general
recognition of safety and effectiveness
as an OTC laxative. Thirteen studies in
2,289 patisnts were presented to support
the safety and effectiveness of this
preparation. In 11 studies the senna
suppoesitories were used alone, and in
the other 2 studies they were used as
part of a bowel cleansing regimen in
preparing the bowel for sigmoidoscopy.
The suppositories were usually inserted
once or twice daily. The suppositories
were shown to be effective in
approximately 90 percent of the
patients. Based on these dala the agency
has included in the tentative final .
monograph a suppository dosage form of
530 mg sennosides A and B to be usad
once or twice daily. Because none of the
submitted studies were conducted in
children, a children’s dose is not
included in the monograph at this time.
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71. One comment suggested that the
adult oral dosage of cascara sagrada
extract of 200 mg to 400 mg daily in
recommended § 334.18{c}{4) be changed
to permit a lower limit of 100 mg to
conform with the dosage stated in the
“British Pharmacopeia”.

The comment did not submit any data
to establish that 100 mg is an effective
dose for cascara sagrada extract, nor

does the “British Pharmacopeia” contain
such data. Cascara sagrada extract was
recognized in an official United States -
compendium {Ref. 1} at the time of the
Panel’sreview, and the usual.oral
dosdge was stated as 300 mg. The Panel
expanded this dosage te permit a wider
range of 200 to 400 mg based on the data
it reviewed. The current official United
Siates compendia do not state a usual
dosage for cascara sagrada extract. -
Therefore, in the absence of additional
data demonsirating that a dosage of 100
mg of cascara sagrada extract is’
effective, the dosage is not revised in the
tentative final monograph.

Reference

{1) “The National Formulary”. 14th Bd.,
American Pharmaceutical Association,
Washingien, p. 123, 1975. ’

. 72. One comment suggesied that the
phrase “or adjust to individual ~
requirements” be added to the required
dosage statements for senna. The
gomment stated that consumers should
be allowed to adjust the dosage because
variations in laxative responses from
person to persan and in the same person
at different times are well known. The
comment pointed out that the Panel
recognized that the smallest dose ofa
laxative that is effective is the optimal
dose 1o use {46 FR 12805) and that Jones
and Godding {Ref. 1) recognized that
sublaxative doses of senna pod give
symptomatic relief from colonic pain.
The comment concluded that, although a.
dosage range is given for some senna
ingredients, individuals should be given
latitude to adjust their own particular
dose, even if it does not fall within the
limits set by the Panel.

The dosage ranges and single doses
provided in the monograph for senna
ingredients are the minimum effective
dose and the maximum safe dose for
most consumers. This determination is
hased on a-review of the scientific data,
including the text cited by the comment,
and marketing experience for the
ingredients. A dose lower than that
provided in the monograph may produce
a laxative effeciive in some individuals
and a dose above the maximum may be
safe in some individuals. For most
consumers, however, decreasing the
dose below the minimum effective level
may not resul in effective laxation, and
increasing the dose above the maximum
safe dose may result in the consumer’s

ingesting more drug than is necessary to
. achieve laxation, thus creating arisk of

side effects. :

The labeling of senna products will
rontain directions for use that reflect a
safe and effective dosage. The dosage
range for senna already takes into



2142

Federal Register / Vol. 50, No. 10 / Tuesday,

January 15, 1985 / Proposed Rules

account the varying requirements of
some individuals and reflects safe and
effective upper and lower limits for a
majority of consumers. Therefore, the
agency does not believe that the phrase

“or adjust to individual requirements” is

necessary in the labeling.
Reference

{1} “Management of Constipation,” edited
by F. A. Jones and E. W. Godding, Blackwell
Scientific Publications, London, p. 42, 1972,

73. One comment disagreed with the
Panel's recommended oral dosage and
directions for bisacodyl. The comment

requested that the dose of 5 i0 15 mgin -

recommended § 334.18(b]) be followed
by the phrase “(usually 10 mg} * * *
which, according to the comment, is the
labeled does on & currently marketed
bisacody! product and which is
supported by the bulk of the existing
clinical data. In further, support, the
comment contended that an article by
Wolcott (Ref. 1) reported that a dose of 5
mg of bisacedyl caused cramping and
failed to produce an adequate laxative
effect in some patients. One comment
disagreed with the Panel's
recemmended directions for taking
bisacodyl at bedtime. The comment
contended that there is no clinically
valid reason for such a restriction and
that for some consumers, e.g.
housewives, it may be more convenient
to take bisacodyl in the morning. The
comment recommended revising -

§ 334.18(b) accordingly.

Although bisacodyl is most often used
in a dose of 10 mg, there is no reason to
add “{usually 10 mg)” to the dosage
information contained in the monograph.
The Panel reviewed data that supports
the safety and effectiveness of the 5 to
15 mg dosage range, and the agency
agrees with the Panel's
recommendation, )

The agency believes the comment has
misunderstood the article by Wolcott ’
{Ref. 1). Wolcott reported that only 25 of
150 patients required a dose of
bisacodyl greater than 5 mg while only a
“few of the patents experienced
moderate cramping.” Further, Wolcott
stutlied chronically ill patients with
severe elimination problems, and such
patients do not represent a population
who would narmally take an OTC
laxative drug product without
professional supervision.

The agency agrees that there is no
clinically valid reason for restricting the
use of bisacodyl to any particular time
-of day and is not including any such
reference in the tentative final
monograph. Alsg, information on the
labeling régarding expected time of
action {see comment 23 above) will
provide consumers with sufficient

information to choose the time of day

. for taking bisacodyl that is best suited to

their schedule.

Reference

(1} Wolcett, LE, “Laxation in Patients with
Cronic Disease Utilizing Bisacodyl,” Archives
of Physical Medicine and Rehabilitation, -
44:375-377, 1963. :

74. One comment suggested several
revisions in the Panel's recommended
warnings for bisacodyl in § 334.60({b}.
The comment pointed out that there are

- two dosage forms of bisacodyl, a rectal

suppository and an oral enteric-coated
tablet, and that some warnings apply
only to the enteric-coated tablet and not
the suppository. The comment
recommended placing these warnings
under a section specifically intended for
bisacodyl enteric-coated tablets. One
comment stated that the warning in
recommended § 334.60(b){2), which
warns against the use of bisacodyl
enteric-coated tablets in children under
3 years of age, should be revised to
warn against use in children under 6
years of age except under the
supervision of a doctor because many
children between 3 and 6 years of age
are not able to swallow an enteric-
coated tablet without chewing it. The
comment also pointed out that in the
recommended warning in § 334.60(b)(4),
“This product may cause abdomihal
discomfort, faintness, rectal burning,
and mild cramps,” “rectal burning”
applies only to the suppository. The
comrent suggested including the
complete warning for the bisacodyl
suppository only and deleting the phrase
“rectal burning” for the enteric-coated
tablet.

The agency agrees with the comment.
In the tentative final monograph the
warnings are separated into one section
for the enteric-coated tablets and
ancther for the suppository. The
tentative final monograph is also revised
to warn against the use of bisacodyl
enteric-coated tablets in children under
6 years of age, unless directed by a
doctor, because children between 3 and
& years of age may have difficulty
swallowing the enteric-coated tablet
without chewing it. These tablets should
not be chewed because gasiric irritation
may occur if the enteric coated is
destroyed (Ref. 1].

Reference

(1} Fingl, E., “Laxatives and Cathartics,” in
“The Pharmacological Basis of Therapeutics”,
5th Ed., edited by L.S. Gosdman and A.
Gilman, Macmillan Publishing Co., New York,
pD. 976-986, 1975.

75. One comment questioned the

. following language in recommended

§ 334.80(b)(5) for products containing

bisacodyl: “Store in a cool place at
temperatures not above 86 °F (30 °C).”
The comment pointed out that FDA has
long recognized the USP definition of
“cool” as any temperature between 46
and 58 °F (8 and 15 °C). The comment
stated that FDA should continue to use
this definition and should delete the
word “coel” from the statement in

§ 334.60{b}{5). The comment also
suggested that the Centigrade equivalent
required in this statement be optional
because few people in the United States
relate exclusively to Centigrade
temperatures. The comment '
recommended revising § 334.60{bj(5) to
read, “Store at temperatures not greater
than 88 °F.”

The agency agrees that in view of the
USP definition of the word “cool” (Ref.
1), the word “*cool” should be deleted
from the statement in § 334.60(b}(5), but
disagrees that the Centigrade equivalent
should be optional in this statement. The
agency, however, will depart from the
USP format of using only Centigrade
temperature by also requiring the
Fahrenheit temperature to be stated,
because consumers are more familiar
with Fahrenheit temperatures. In the
tentative final monograph the agency is
revising this statement to read as
follows: “Store at temperatures not
above 86 °F {30 °C).”

Reference

{1} “The United States Pharmacopeia,” 20th
Revision, United States Pharmacopsial
Convention, Inc., Rockville, MD, p. 8, 1980. -

76. One comment requested that the
professional labeling for bisacodyl in
recommended § 334.80(f) be expanded
to include its use in postoperative care,
in colostomies, for chronic constipation
and bowel reiraining, in antepartum
care, in preparation for delivery, and in
postpartum care. The comment
submitted date [Ref. 1) which, it
claimed, demonstrates the safety and
effectiveness of bisacodyl for these
professicnal uses.

Based on its evaluation of the data
submitted and the National Academy of
Science/National Research Council’s
{NAS/NRC]) drug efficacy study reports
for bisacodyl, published in the Federal
Register of May 24, 1972 (37 FR 10521),
the agency tentatively concludes the
following:

Postoperative care, antepartum care,
preparation for delivery, and postpartum
care are simply specific professional use
indications for an effective laxative. As
such, they are acceptable for bisacodyl
professional labeling. The NAS/NRC
reached the same conclusion with
respect to these claims.
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The data do not support the
professional use of bisacodyl in
colostomy care. In this regard, only one
study (Ref. 2) was submitted, The study
Suggests that less irrigation was

© required with bisacodyl, but the study
was conducted using an oral solution of
bisacodyl rather than the currently
marketed dosage forms of tablets and
Suppositories. In addition, the
bresentation of the data is rudimentary
and the data are tog seriously deficient
in detail to permit a complete
evaluation. This study was also
reviewed by the NAS/NRC and found
less than convincing,

The data do not support a-glaim for
the use of bisacodyl in chronic
constipation, The NAS/NRC appeared
to consider bisacodyl effective for
chronic constipation but felt that the full
range of possible toxic effects from long
continued use was not fully known, A
study by Mandel and Silinsky [Ref, 3)
showed bisacody! more effective than
glycerin suppositories in a group of -
elderly and chronically constipated
people but did not address the question
of chronic use of bisacodyl. Two
additional studies (Refs. 4 and 5) tend to
support the initial effectiveness of
bisacodyl in chronic constipation;
however, the data are insufficiently

6 and 7), the data are too seriously

evaluation. The remaining study (Ref, 8}
is irrelevant because it compares only
single doses of several agents, Ng study
assesses the chronic (continued) use of
bisacodyl in chronic constipation, As
such, additional data are necessary
before a professional use claim of
chronic constipation may be made for
bisacodyl.

The data do not support the
professional use of bisacodyl in bowel
retraining, The NAS/NRC appeared to
consider bisacodyl effective for bowel
retraining but felt that the full range of
possible toxic effects from long
continued use was not fully known. Four
studies were submitted in support of the
bowe] Tetraining claim (Refs. g through
12). The studies submitted were
8enerally open studies, which offered
minimal 4o ng data, or merely provided
the opinion of the investigator,
Essentially the studies provided np
evidence to indicate the usefulness of
bisacedyl in a program of bowel
retraining, s

The agency's comments and
evaluations on the data and jts
recommendation for additional studies
are on file in the Dockets Management
Branch {Ref, 13). ‘
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77. One comment recommended that
the daily dosage of 750 to g0p mg for
dehydrocholic acid recommended by the
Panel in § 334.18(f} be changed to 750 to
1,000 mg. The comment pointed out that
the “National Formulary” {Ref. 1)
provides a dosage of 500 mg three times
daily, which gives a maximum daily
dose of 1,500 mg. The comment stated
that, in view of the low toxicity of
dehydrocholic acid, an increase in the
maximum daily doge from 900 mg to
1,600 mg should be acceptable. Lastly,
the comment pointed out that the
“Physicians’ Desk Reference” (Ref. 2}
and “Facts and Comparisons” {Ref, 3}
list only a 250-mg tablet strength for
dehydrocholic acid and, as such, the
recommended 900 mg maximum daily
dosage would be difficult to obtain,

The agency has reviewed the data
submitied to the Panel for dehydrocholic
acid (Refs. 4 and 5) and notes that they
provide for a single ingredient product

to be marketed as g 250-mg tablet with g
dosage in multiples of 250 mg, i.e., one or
two tablets three times a day. This
dosage provides a maximuam daily dose
of 1,500 mg. Also, in the minutes of its
November 16, 1973 meeting, the Panel
found dehydrocholic acid to be safe and
effective at a maximum daily dose of
1,500 mg, Therefore, the dosage for
dehydrocholic acid provided in the
Panel’s report and recommended
monograph is in error snd the tentative -
final monograph is revised tg provide for -
a daily dose of 750 to 1,500 mg, ’
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78. One comment pointed out that a
harmless pink or orange discoloration
may appear in alkaline uripe when
laxatives containing phenolphthalein

- are used and urged that ap explanation

statement to that effect be included in
the labeling. Another comment
suggested that such a statement might
mislead the consumer into thinking that
discolored urine was always to be

‘disregarded, whereas discoloration may

indicate the presence of
glomerulonephritis, tumors, and othér

- serious conditions,

The Panel was aware that up to 15
percent of a therapeutic dose of
phenolphthalejn may be absorbed ang
excreted by the kidney, giving a pink
celor to alkaline urine (40°FR 12010).
However, the Pane] apparently did net
consider this discoloration to be of
signification concern to require a
warning, The agency concurs with the
Panel's decision and agrees with the
second comment that requiring a
warning about pink or orange
discoloration may mislead consumers. A
warning would be more confusing than
helpful and is not necessary for the
short-term safe use of OTC {axatives
containing phenolphthalein.

H. Comments on Stool Softener
Laxatives

79. Several commente objected to the
classification of “stoo] softeners” ag
“laxatives,” The comments contended
that it was ingorrect and misleading to .
apply the term “laxative” to thege
agents when used alone because they do
not increase peristaltic activity or act
directly on the bowel, but merely
penetrate and soften the stool to ease



2144 Federal Register / Vo

1. 50, No. 10 / Tuesday, January

15, 1985 | Proposed Rules

passage. One comment argued that the
use of the term “laxative” in gonnection
with single-ingredient stool softeners
would be misleading because it would
~ imply to consumers that the product
would promote a relatively quick
laxative effect. One comment urged that
single-ingredient stool softeners as
Jabeled as a “a stool softener and. aid in
the relief of constipation.” Another
comment suggested that such products
. be labeled as “non-laxative constipation
remedies” and/or “for the prevention
and treatment of constipation.”

The agency disagrees with these

. comments.for several reasons. Stool

softeners are chemically distinct from
other classes of laxatives in that they
are surface-active agents that lower
surface tension. Mixed in the stool, they
allow sufficient water and fat '
penetration to have a softening effect on
the stool, thus permitting easier bowel
movement {Ref. 1). Although stool
softeners affect the stool rather than the
bowel, their action is consistent with the
broad definition of a laxative as being
“any agent used for the relief of
constipation.” This definition of
laxatives does not distinguish whether

_the agency acts on the bowel to increase
peristaltic activity or on the stool itself,
so long as it acts to relieve constipation.

“The mode of action of stool softeners is
not sufficiently different from that of
other laxative agents to warrant their
differentiation from other types of
laxatives, but these products should be
labeled as “stool softener laxatives” in
order to provide the best information o '
the consumer. - :

The agency is proposing in the
tentative final monograph that a time
frame for expected relief of constipation
be included in the labeling of stool

_softener Jaxatives (see comment 23
above.} Therefore, it appears unlikely
that the consumer will be misled into
expecting “guick” laxation with a stool
softener laxative. ‘

Reference

(1) Fingl, E., “Laxatives and Cathartics” in
“The Pharmacological Basis of Therapeutics,”
sth Ed., edited by L.S. Goodiman and A
Gilmen, Macmillian Publishing Co., Inc., New
York, pp- 977-986, 1975.

80. Two comments argued that the
warning in recommended § 334.50{c)(3)
and § 334.62{a) limiting use te 1 week
should not apply to single-ingredient
stool softener laxatives. The comments
argued that this limitation was
inappropriate because stool softeners
act on the stool and noton the bowel,
thus their-action does not affect bowel
function. One of the comments
suggested that the labeling restriction be

revised to read, “Caution: Not for
\,

oo

prolonged use unless directed by a
physician.” geveral other comments
contended that the general warning in
recommended § 334.50(c)(3), “this
product should not be used for a pericd
. of longer than 1 week except under the
advice and supervision of a physician”.
and the specific ingredient warning for
stool softeners in recommended
§ 334.62(a). “This product should be
used only occasionally, but in any event
no longer than daily for 1 week,” are
duplicative and that the specific
warning in § 334.62(a) should be
eliminated.

Although stool softeners do not act
directly on the bowel, they do soften the
stool and thereby aid in evacuaiing the
gtool, thus relieving constipation. As
discussed by the Panel in its report {40
FR 12908}, when it is necessary to use
any laxative, including stool softeners,
to facilitate the evacuation of the bowel
for more than 1 week, the cause of the
constipation should be investigated by a
doctor because a sudden change in
bowel habits may be an indication of
gerious disease.

However, the agency agrees that the
general warning in recommended
§ 334.50(c)(3] is duplicative of
recommended § 334.62(a) and therefore,
the Panel's recommended warning in
§ 334.62(a) is not included in the

_ tentative final monograph.

81. One comment requested that d-
calcium pantothenate be classified as a
Category | stool softener ingredient,
contending that the Panel's
classification of d-calcium pantothenate
as a Category 1l stimulant laxative was
incorrect. According to the comment, d-
calcium pantothenate has beenandisa
stool softenier, not a gtimulant, laxative.
The comment submitted one clinical
study (Ref. 1), which, it claimed,
demonstrates that this ingredient is &

. Category I stool softener laxative. The
comment also stated that, to its

_ knowledge, no untoward side effects

have been experienced with a
combination product containing d-
calcium pantothenate. v

The agency notes that “calcium
pantothenate” is the USP and USAN
name for “calcium D-pantothenate.” The
only study submitted.in support of the
classification of calcium pantothenate
as a Category I stool sofiener was .
conducted using calcium pantothenate
in combination with the Category |
stimulant laxative danthron. The study
is inadeqguate because nc comparison
was made between the combination and
the two ingredients contained in the
combination when used alone. No
objective measurements or analysis
were made, €.g: stool weight/volume,
transit time, etc. The only data analysis

that is provided with the study is an
analysis of “panelist’s preference”,
which is not a valid measurement of
laxative effectiveness. Further, no data
are provided that support the comment's
glaim that calcium pantothenate is 8
stool soltener laxative as opposed to the
Panel’s classification as 8 stimulant
laxative, Therefore, it will be necessary
to provide additional effectiveness data
before the agency may reclassify
calcium pantothenate as a Category 1
stool softener laxative. Although the
Panel also recommended at 40 FR 12918
that safety studies should be provided.
the agency believes that further safety
studies are unnecessary. Pantothenic
acid, the active constiteent of calcium
pantothenate, is 8 common water-
soluble vitamin that is present in all
human tissues. It has no ouistanding
pharmacodynamic action and is
gasentially nontoxic.

The agency’s comments and
evaluation on the data are on file in the
Daockets Management Branch (Ref. 2},

References )

{1) Comment No. 23, Docket No. 78N-036L,
Dockets Management Branch. :

{2} Letter from william E. Gilbertson, FDA,
to Raymond Spector, CF. Kirk Laboratories,
Ing., coded ANS LET 006, Docket No. 78N~
038L, Dockets Management Branch.

7. Comment on Miscellaneous Laxatives

32, One comment requested that
recommended § 334.22 be revised {0
provide for a carbon dioxide-releasing
suppository consisting of 0.6 g sodium
bicarbonate and 0.9 8 potassium
bitartrate, releasing approximately g0
mL carbon dioxide per suppository. The
comment submitted two references in
support of its request (Refs. 1 and 2}.
The comment stated that the diregtions
for use are the same as for the product
identified in recommended § 334.22{a).

The iwo studies gubmitted by the
comment support the inclusion of the
suppository in the monaograph. The .
study be Bolton and Benson {Ref. 1} was
an open trial in which 321 patients were
given one rectal suppository on the
morning of the second post-partum day

- 1o re-establish bowel function. The

patients were questioned and 70.5
percent reported that they experienced
effective bowel movements. In 81
percent the urge to evacuate ocgurred
within 30 minutes after administering
the suppository. Banner (Ref. 2} reported
that use of a single suppository was
successiul in approximately 60 to 65
percent of patients. Use of a second
suppository 30 minutes after the first
one in some patients increased
efficiency by b percent. He also

concluded that the suppository'is 8
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satisfactory substitute for enemas
juring the postpartum state. The Panel

at 40 FR 12913 recognized the safety and

effectiveness of carbon dioxide-
releasing suppositories by including
another carbon dioxide-releasing
suppository in the monograph
{vontaining sedium biphosphate, sodium
acid pyraphesphate, and sodium -
bicarbonate). Although the tartrate/
bicarbonate suppasitory releases less
carbon dioxide than the one in the
recommended monograph (99 mL as
compared with 230 mL}, experience with
this suppository demonstrates its safety’
and effectiveness. Therefore, the tartrate
suppository is included in this tentative
final monograph.

References o

(1) Boltom, R. N, and R. C. Benson, “A
Unigue Post Partwim Bestal Suppository,”
Obstetrics and Gynecology, 13:501-503, 1859.

{2} Banner, E. A., “Rectal Suppositories as
Substitutes for Enemas in the Post Partum
Peried,” Staff Meetings of the Mayo Clinic,
28:567-568, 1953.

J. Comments on Loxative Combinations

83. Several comments objected to the
Panel’s recommendation to limit the
namber of laxative active ingredients
allowed in a combination preduct (40 FR
12522). The comments criticized the
Panel for seeking an absolute
prohibition against combinations of
three or more active ingredients based
solely on what the comments
characterized as subjective and -
arbitrary opinion. The comments stated
that the Panel's recommendation was
not founded upen scientific
documentation and conflicis- with both
the Panel’s and FDA’s expressed
willingness to permit manufacturers to
show the rationality of a combination
laxative product by demonsirating that
each ingredient makes a therapeutic
contribution to the overall effectiveness
of the product. One comment stated that
a prohibition against combining more
than two ingredients required data
establishing a possible risk of toxicity,
synergistic effect, allergies, idiosyncratic
reactions, or drug interactions.

The agency agrees with the comments
that a fixed limit need not be set on'the
nurmber of active ingredients a laxative
drug product mey contain. However, the
agency believes the consumer is little
served by a product containing multiple
ingredients if laxation can be achieved
safely and effectively by a smaller
number of ingredients. Both the General
Guidelines for OTC Drug Combination
Preducts {Ref. 1) and the regulations at
21 CFR 330.10(a}(4){(iv) provide that an
OTC drug product may combine two or
more safe and effective active

ingredients provided the product meets
the combination pelicy in all respects.
If a manufacturer can show thata
laxative combination meets the general
guidelines for OTC combination drug
products, the agency will have no
objection to the product containing two
or more Category I laxative ingredients.
However, the comments did not submit
any data to support specific
combinations containing mere than two
laxative active ingredients. New data in
support of such combinations may be
submitted for up to 12 months following
the publication of this document. Also,
the agency has evaluated the Panel’s
combination formula in récommended
8 334.31(b) in relation to marketed
combination laxative products, the

~ regulations (§ 330.10(s]{4)(iv}), and the

combination guidelines (Ref. 1} and

concludes that the formula allows those .

combinations of Jaxative ingredients
identified in § 334.32 to meet these
criteria for safe and effective OTC use.
Combinations containing more than two
laxative ingredients would also have to
comply with the reguirements of this
formula. Any manufacturer wishing to
market a product that is not-within the
specifications of the formula may submit
data to support such a request.
Reference

{1) Food and Drug Administration,
“General Guidelines for OTC Drug
Combination Products, Segtember 1978,”
Docket No. 78D-8522, Dockets Management
Branch.

84, Several comments stated that the
Panel failed to provide a mechanism for
manufacturers to have Category Il and
Category IIl combination drug products
reclassified to Category I status except
through a citizen petition or a new drug
application. Further, the comments
argued that the Panel, by limiting the
Category 1 combinations to these listed

_in recommended § 344.32, was denying

manufacturers the opportunity to
develop and submit data in the future
for establishing additional combinations
as Category L. The comments urged the
agency to reject the Panel's
recommendation.

The agency agrees that the Panel was
in error in implying that the only
mechanism for reclassifying Category 11
or Category 1l combinations was
through a citizen petition or the new

_drug procedures. There are several

mechanisms by which data can be
submitted to reclassify Category Il and
il combirations to Category 1. The OTC
drug review tegulations provide for new
data to be submitted during the 30-day
comment period following publication of
the Panel's report. New data and
information to support conditions

excluded from the monograph may be
filed for 12 months following the
publication of this tentative final -
monoegraph in accordance with the
revised Category IIl procedures
published in the Federal Register on
September 29, 1981 {46 FR 47730). In all
cases, data demonstrating a -
combinatien to be generally recognized
as safe and effective must be submitted
before a new combination can be
included in the monograph.

85. One comment expressed the
opinion that one of the underlying policy
reasons for the OTC drug review is to
facilitate the reformulation-of
combination producis. Specifically, the
comment stated that where a
combination contains a Category TH
ingredient, the manufacturer should be
permitted to replace the Category I
ingredient with a similar Category 1
ingredient, so long as the product is
otherwise appropriately formulated and
labeled.

The agency agrees with the concept
expressed by the comment but points
out that the combinationproduct
resulting from such a reformulation must
be among the Category I combinations
listed in this tentative final monograph.

86. One comment was concerned that
the Panel made no judgments with
respect to the rationality of the
combinations it recommended for
Category IIl status. The comment noted
that, in approving Category 1
combinations, the Panel applied its
criteria for determining Category 1
combinations {40 FR 12921}, and in so .
doing actually expressed a judgment
that only these combinations are
rational concurrent therapy for a
significant proportion of the target
population, The comment concluded
that it should not be “presumed” that ali
other combinations are irrational in the
absence of an express judgment by the
Panel. '

The agency agrees. The Panel did not
express an opinion regarding the
rationality of every specific @
combination. Therefore, there may be
rational combinations that are net
specifically listed in Category L

87. Two comments cbjected to the
Panel restricting the allowable OTC
laxative combination’s to those listed in
recommended § 334.32. One comment
argued that specifying the ingredients
allowed in a combination as is done in
recommended § 334.32 {i.e., from
individual products) is inappropriate.
The comments suggested that any
combination of Categery I ingredients
from a particular drug class such as
laxatives, be permitted as long as the
combination is in accord with the
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general standards stated in
§ 330.10{a)(4} and the combination
policy stated in § 330.10{a}{4)(iv).

These comments were submiited
before the agency's guidelines for OTC
combination products became available
in 1978 (Ref. 1}. Paragraph 6 of these
guidelines states that final OTC drug
monographs will list the specific
ingredient combinations permitted for
marketing under the monograph. Thus,
the Panel's recommendations in & 334,32
are consistent with the current
guidelines.

Reference

{1} Food and Drug Adminisiration,
“General Guidelines for OTC Drug .
Combination Products, September 1973,”
Docket No. 78D-0322, Dockets Managament
Branch.

88. Several comments recommended
revising recommended § 334.32 to list
permitied combinations by
pharmacological class rather than by
specific ingredient, The comments
pointed out that the specified:
combinations of ingredients actually
represent 10 types of combinations by
pharmacological class, i.e., bulie/bulk,
bulk/lubricant, bulk/stimulant, bulk/
stool softener, lubricant/stimulant,
lubricant/saline, saline/stimulant,
stimulani/stimulant, stimulant/stool
softener, and stool softener/
hyperosmotic. The comments argued
that because the Panel found the
specific ingredients in each of these
pharmacolegical classes to be safe and
effective, every ingredient in each class
should be safe and effective in a
combination and should be
interchangeable.

Criteria for establishing combinations
as Category I are provided in the QTC
Combination Guidelines (Ref. 1),
Paragraph 6 of these guidelines states,
“In those cases where the data are
sufficient to support a finding hy the
agency that several ingredients in a
therapeutic category can be considerad
interchangeable for purposes of
formulating combinations, the
monograpifwill so state and list those
ingredients. This is the preferred
approach and will be dene whenever
supporied by data and the opinion of
experts.” Therefore, the agency agrees
with the concept of listing combination
drug products by pharmacological class,
but does agree that sufficient data have
been provided to allow all of the
laxatives in each class to be
interchanged randomly for the purpose
of forming combinations. Further, as
pointed out in comment 22 above, the
precise mechanisms of action of laxative
ingredients are not well known and
insufficient-data are available on their

combined effects. Therefore, the
combination section of the tentative
final monograph is revised 1o group the
Panel's recommended combinations by
pharmacological class: However, it hag
not been revised to allow all of the
ingredients in a class to be used
interchangeably. Combinations for
which adequate data exist have been
included in the monograph. However,
data are necessary to esiablish the
safety and effectiveness of other specific
combinations or to demonsirate that the

- specific ingredients in a

pharmacological class are chemically
and pharmacological interchangeable.

Reference

{1) Food and Drug Administration “Ceneral
Guidelines for OTC Drug Combination
Produsts, September 1978,” Docket No. 78D-
0322, Dockets Management Branch.

89. Two comments requesied that the
monograph be expanded to inciude
“bowel cleansing systems,” i.e,,
producis containing several different
laxative ingredients for sequential
administration at specified intervals, for
use in evacuating the bowel prior to
surgery, colon x-ray, or endoscopic
examination. The comments coniended
that this special use of Jaxatives is not
covered by the Panel's recommended
monograph even though such products
are being sold OTC. The comments
submitted studies (Refs. 1 and 2} on the
use of two different bowel cleansing
systems: {1) Magnesium citrate oral
solation, bisacodyl tablets, and
bisacodyl suppositories and {(2)
magnesium citrate oral solution,
phenoclphthalein, and sedium
bicarbonate-sodium bitartrate {carbon-
dioxide releasing) suppositories.

The agency reviewed the data
submitted by the comments and .
Tentatively concludes that the two
bowe! cleansing systems are generally
recognized as safe and effective for use
in evacuating the bowel prior to surgery,
colon x-ray, or endoscopic examinaton.
The agency agrees with the comments
that these bowel cleansing sysiems
should be included in the OTC

monograph and is preposing a statement’

of identity and a definition for these
products in this tentative final
monograph. Howsver, the agency does
not believe that bowel cleansing
systems should be used for general
laxative purposes and, therefore, is
proposing to limit their indication o the
following: “For use as part of a bowel
cleansing regimen in preparing patients
for surgery or for preparing the colon for
x-ray or endoscopic examination. In
addition, the following warning is being
proposed for these products in lieu of
the general warnings in recommended

§ 334.50{c){1) thru (4): “Do not use this
product unless directed by a doctor.”
The agency also recognizes that in most
of the submitted studies the bowsl
cleansing system was part of an overall
regimen that included overhydration
and certain dietary restrictions.
Therefore, in addition to the appropriaie
directions for use for each laxative
compoenent of the bowel cleansing
gystem, the agency is proposing to
reguire manufacturers to supply .
information regarding fluid and dietary
restrictions, :
References

{1} Comment No, C00015, Docket Ne. 78N~
8036L, Dockets Management Branch. -

{2) Cormment No. 00043, Docket No. 78N~
00381, Dockets Managementi Branch.

90. One comment argued that the
Panel’s restriction on the concurreft use
of vitamins and minerals with a laxative
should not apply to dietary bran
products that ave sold as cereals. The
comment pointed out that FDA favors
the fortification of cereals with vitamins
and minerals {see the Federal Register

 of June 14, 1574; 39 FR 20989). Tha

comment aiso disagreed with the Panel’s
position that & significant targst
population does not exist for concurrent
use of laxatives with vitamins and
minerals. The comment stated that
people over 50 years of age often require’
vitamins and minerale concurrently with
laxatives becuase if is well documented
that the elderly are often on inadequate
diets {Refs. 1 and 2). The Comment

" goncluded that when the Panel stated

that vitamins and minerals should not
be added to laxative products, the Panel
had drug type laxatives in mind and not
cereals,

The agency agrees with the comment.-
As discussed in comment 38 above the
agency does not intend to regulate in
this monograph high fiber cereals that
are offered only as foods,

References

{1) Rao, D. B., “Problems of Nutrition in the
Aged,” fournal of the American Geriairics
Society, 8:383-367, 1973.

{2). Smith, A, N. E., “Nutrition Survey and
Problems of Detection of Malnutrition in the
Elderly,” Nuirition, 4:218-223, 1970.

‘91. One comment concurred with the
Panel’s finding at 40 FR 12916 that there
is no evidence that the addition of
vitamins and minerals to a laxative
preparation contributes to a laxative
effect and that constipation and vitamin
needs ordinarily bear no relationship to
each other. The comment noted,
however, that the Pane! apparentiy did
not decide that minerals were unrelated
to constipation. According to the
comment, this fact constituted a silen’
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recognition by the Panel of the ,
‘nstipating effect of iron. The comment
sinted out that itg combination vitamin

and mineral products aiso contain a

stool softener laxative, the comments

stated that these products have never
claimed a laxative effect and that the
stool softener ingredient is included
solely to overcome the constipating
effect of iron,

There are two aspects to this
comment: (1) The addition of vitamins/
minerals to a laxative drug product
intended primarily for laxative use and
{2} the addition of an ingredient to a
vitamin/mineral product for the purpose
of alleviating the constipating effects of
iron. .

In the first case, the Panel concluded
“that the addition of various vitamins
and minerals, including trace elements.
to laxative products is irrational
concurrent thereapy and places such
combinations in Category IL” The
agency concurs with this conclusion

ecause a target population which could
benefit from such combinations has not
been adequately demonstrated,

Vitamin/mineral deficiency and

Constipation do not routinely occur

concurrently, thus the need for such a

combination does not exist. In addition,

OTC laxative drug products are

‘ntended only for secasional short-term
se, whereas vitamins and minerals are

«ormally taken daily for long-term

dietary supplementation,

In the second cage {the addition of an
ingredient to a vitamin-mineral product
to overcome the constipating effects of
iron), the agency recognizes that iron
may be constipating in some people.
However, vitamin/mineral products that
are intended for dietary .
supplementation are considered to be
foods and ingredients added to them are
also regulated under the fogd provisions
of the Federal Food, Drug and Cosmetic
Act, .

92. One comment requested that 3 g
psyllium seeq (blond) and 39 mg
casanthranol in combination be
recognized as Category I, The comment
argued that both ingredients were
Category I laxatives and that a simjlar
combination containing psyllium and
senna concentrate wasg recognized as
Category L. According to the comment,
the Panel’s only reason for failing to
place the combination of psyllium gseed
{blond} and casanthranol in Category I
was that it was unaware that a product,
with orly a slight difference in
tomposition from the proposed Category
I combination, had been marketed for 25
years with no known safety of
offectiveness problems.

The Panel recognized the rationality
of combining bulk laxatives with

- stimulant laxatives and included a
tombination containing psyllium and
senna in the recommended menograph.
Because senna and casanthranol are
chemicaily and pharmacologically
related anthraquinone laxatives, the
agency believes it is rational to include
in the monograph the combination
Mmentioned in the comment, Accordingly,
this combination is proposed as
Category I in this tentative final
monograph.

93. A comment requested that the
combination of karaya gum and cascara
sagrada be added to the list of Category
I'axative combinations recommended
§ 334.32. The comment submitted data tq
establish that this combination of twg -
Category I ingredients meets all criteria
established by the Panel, as well as all
criteria set forth in § 330.10(a)(4)(iv) {21
CFR 330.10{a){4)(iv)) for Category 1
combination drug products.

The agency has reviewed the data
submitted by the comment and has
determined that the data provide
support for the safety of the two
ingredients when combined. The data
consisted chiefly of acute oral toxicity
and laxative effectiveness studies in
Sprague«Daney rats. Effectiveness
studies in humans are needed, These
studies should show that the
conbination is, on a benefit-risk basis, |,
equal to or better than each of the active
ingredients used alone at its therapeutic
dose. Therefore, the agency considers
this combination & Category I
combination and has not included it in
the tentiative final monograph,

94. A comment, which was
accompanied by a single. supporting
study {Ref. 1), requested that the
combination of danthron {75 mg} and
sodium lauryl sulfate (25 mg) be placed
in Category Tas a combination laxative
product,

The study cited by the comment was
designed to determine the adjuvant
effect of sodium lauryl sulfate, at levels
of 100 to 200 mg, in buffering or lowering
the threshold of abdominal discomfort
from high doges (300 to 800 mg) of
danthron, No data were presented on
the combination at the dosage levelg
proposed by the comment nor were data
presented demonstrating any effect of
sodium laury! suifate other than as g
pharmaceutical adjuvant to lower the
side effects of danthron, Therefore, the
combination ig classified as Category 111
and is not included in the tentative final
monograph,

Reference

(1) Marks, M. M., “A Clinical Evaluation of
a New Cathartic Compound,” Disegses of the
Colon and Rectum, 4131-133, 1951,

95. A comment pointed out that data
for the combination of magnesium
hydroxide and simethicone labeled for
the indication “lower abdominal distress
as a concomitant of constipation” were
submitted to the OTQ Miscellanecus
Internal Drug Products Panel, but not to
the Laxative Panel, The comment noted
that the Laxative Panel concluded at 40
FR 12921 that “products combining
laxative ingredient{s}] with other
ingredients having nonlaxative
pharmacologic effects are considered
irrational unless it can be shown that
there is a significant target population
requiring concurrent treatment of
symptoms that require laxative(s) and
nonlaxative(s} in combination.” Because
data on the combination of magnesium
hydroxide and simethicone were
neither submitted to nor considered by
the Laxative Panel, the comment
requested that the agency not take any
classification action regarding this

. combination unti] the oTC

Miscellaneous Internal Drug Products
Panel had completed jtg review of the
combination,

The agency notes the Miscellaneous
Internal Panel in its report on OTC
Digestive Aid Drug Products published
in the Federal Register of January 5, 1082
(47 FR 454), classified magnesium
hydroxide and simethicone, both alone
and in combination, in Category I1I for
the treatment of the symptoms of
immediate postprandial upper

- abdominal distress and the symptoms of

intestinal distress (lower abdominal
distress),

In addition, that Panel further
concluded that the intesting] distress
syndrome (lower abdominal distress) is
self-limited, not attributable to any
known organic disease, and is not
accompanied by constipation or

diarrhea,

The comment included no data to
demonstrate the effectiveness of the
combination of magnesium hydroxide
and simethicone or to show that there is
a significant target population requiring
Concurrent treatment of lower
abdominal distress and constipation.
Therefore, the agency is unaware of any
data to establish that lower abdominal
distress and constipation oceur
concemitantly or that the combination

‘of magnesium hydroxide and

simethicone is safe and effective for the

 idication proposed by the comment.

Accordingly, the combination is
Category {Iin this laxative tentative
final monograph,

98, Two comments urged that
recommended § 334.32(a} (10}, {11), (12),
and (14} be revised to permit the use of
mineral oil emulsicn as an alternative
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ingredient for combinations of plain
mineral oil with casanthranol, cascara
sagrada, cascara sagrada fluid extract,
and phenolphthalein, respectively. The
comments pointed out thata number of
the pertinent combination laxative drug
products considered by the Panel in
recommending these permitted
combinations de in fact contain mineral
oil in the form of mineral oil emulsion.
The comments argued that it is

inconsistent to classify plain mineral oil -

as an allowable ingredient in these
combinations and to exclude mineral oil

emulsion as an alternative ingredientin .

the same combination.

As discussed in comment 47 above,
the agency has deleted reference to
mineral oil emulsion from the
monograph. Although manufacturers
may choose to formulate the allowable
mineral oil combination in an emulsion
formulation, the monograph will list only
mineral oil as the active ingredient in
the allowable combinations.

97. One comment requested that the
combination of calcium pantothenate
and danthron be classified as Category
L The comment submitted data (Ref. 1)
which, it claimed, demonstrate that the
combination of calcium pantothenate
and danthron is as effective as the
Category I combination of docusate
sodium and danthron.

The agency tentatively concludes that
the data submitted are insufficient to
support reclassifying the combination of
danthron and calcium pantothenate into
Category L. The same study was
submitted to support calcium
pantothenate as a single ingredient. (See
comment 81 above.] Because no
comparisons were made of the
combination and the ingredient alone,
the contribution of the ingredients to the
‘combination has not been shown. In
addition, the study had other preblems
that have already been discussed in
comment 81 above. Therefore, the
combination of danthron and calcium
pantothenate remains in Catgeory Hll in
this tentative final manograph.

Reference

{1) Comment No. 00023, Docket Na. 78N~
- g36L, Dockets Management Branch.

K. Comments on Data Pertinent for
- Laxative Ingredient Evaluation

98. Several comimenis addressed the
testing guidelines recommended to move
a laxative ingredient from Category 1
to Category L Some commentis wers
opposed to the guidelines, indicating
that they were unclear, unnecessary,
inconsistent, and possibly confusing.
Other comments indicated that the
testing guidelines provided inadequate
time to complete the required testing.

One comment stated that manufactarers
should be allowed to use other well-
controlled and well-designed studies to
obtain necessary data and should not be
restricted to using only the types of tests
mentioned in the guidelines. :

The agency has not addressed specific
testing guidelines in this document. In
revising the OTC drug review
procedures relating to Category IIL
published in the Federal Register of
September 29, 1981 (46 FR 47730), the
agency advised that tentative final and
final monographs will not include
recommended testing guidelines for
conditions that industry wishes to
upgrade to monograph status. Instead,
the agency will meet with industry
representatives at their request to
discuss testing protogols. The revised
procedures also state the time in which
test data must be submitted for
consideration in developing the final
monograph. (See also part [11. paragraph
A.2. below—Testing of Category II and
Category III conditions.)

11. Agency Initiated Changes

1. The Panel recommended infant
dosages fora number of laxative
ingredients and comments Were
received recommending infant dosages
for still more laxative ingredients. {See
part I comments 45 and 54 above.}

The agency is, however, concerned
that constipation in infants may bea
sign of a more serious condition that
should be properiy diagnosed by 2
doctor. Such conditions can include
gastroenteritis, Hirschsprung's disease,
congenital anal fissure, and anatomical
abnormalities (Refs. 1 and 2}.

In a study of constipation in 138
children, 14.5 percent {20} were found to
have a disease that accounted for this
symptom. Eight of these children, age 1
1o 3% years, were found to have anal
fissures so severe as to require fairly
vigorous medical or surgical treatment.
The remaining 12 children were found to
have a variety of problems including
anatomical abnormalities of the anus

" and of the internal nervous system. The

fact that 14.5 percent of the total group
had diseases that accounted for the
sympton of constipation empasizes the
need for consulting a doctor in cases of
infant constipation (Ref. 3).

Constipation is rare in breast-fed
infants who receive an adequate amount
of milk and in artificially fed infants
who receive an adsquate diet. The
criterion for determining infant
constipation is the nature for
consistency of the stool and not its
frequency. Most infants will have one or
more stools daily, but some infants will
pass a stool of normal consistency only
at intervals of 36 to 48 hours (Ref. 4).

In view of the relative Tarity of simpl~
constipation in infancy and the high
that it may be a sign of serious disease,
anatomical abnormality, or an
inadequate diet that should be properly
diagnosed by a dector. the agency is
proposing that dosages for children
under 2 years of age not appear in the
OTC labeling. Dosages for chiidren
under 2 years of age are being included
in the tentative final monograph only
under professional labeling.

References

{1) Levine, M.D., “Children with
Encopresis: A Descriptive Analysis,”
Pediatrics, 56:412-416, 1975.

{2) Bentley. J.F.R., “Progress Report:
Constipation-in Infants and Children,” GUT,
12:85-90, 1971.

{3) Mercer, R.D., “Constipation,” The
Pediatric Clinic of North America, 14175~
185, 1967.

(4) “Texibook of Pediatrics,” 11th Ed.,
edited by Wald E. Nelson, W.B. Saunders
Co., Philadelphia, p. 208, 1979.

2. The agency concludes that the
warning in recommended § 334.84{c),
“Rectal bleeding or failure o gvacuate
may indicate a serious condition and a
physician should be consulted”, should
apply to all laxative products and not
just to one specific class of laxatives.
Therefore, this warning is revised in this
tentative final monograph to read:
“Rectal bleeding or failure to have a
bowel movement after use may indicate
a serious condition. Discontinue use and
consult your doctor.” The agency is
proposing that all laxative drug products
be labeled with this warning as
specified in this tentative final
monograph at-§ 334.50(b}{4}-

3. The Panel's recommended general
warnings for sodium containing
laxatives are not consistent with the
sodium warnings required for antacid
drug products (21 CFR 331.30{b}(53}}). To
resolve this inconsistency the agency
proposes in this tentative final
monograph that the sodium-resiricted
diet warning apply to all laxative
products containing more than 5 mEq
{115 mg) of sodium in the maximum
recommeunded daily dose and that the
kidney disease warning recommended
by the panel be deleted. The agency

‘proposes, however, 10 retain the Panel's

recommended warning requiring a
statement of sodium content per dosage
unit for all laxative products containing
more than 1 mEg (23 mg) of sodium per
maximum daily dose because it is more
informative than the one in the antacid
monagraph {21 CFR 331.30({e)). The
agency invites comment on this
proposal.

4. The agency has reviewed the
warnings for phosphate-centaining
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-laxatives and notes that one warning castor cil-containing products advising Laxative active ingredients Cate-

autions against oral use of phosphate-
sontaining laxatives by children under 6
years of age, The dosage and directions
for use of such products in this tentative
final monograph are for children 5 years
of age and over because these products
traditionally have been used in this age
group. In order to eliminate the
inconsistency the age limit in the
warning in this tentative final
monograph is revised to 5 years of age:

5. The agency has reviewed the
Panel’s definitions in recommended
§ 334.3 and has eliminated several terms
from this section as unnecessary and
redundant because their meaning is
clear within the context of the
monograph. However, two new terms,
“carbon dioxide-releasing laxative” and
“bowel cleansing system,” have been
added to the definitions in § 334.3 of this
tentative final monograph because their
meanings are not adequately clarified
within the context of their use in the
monograph.

6. The agency recognizes that saline
laxatives may be irritating and cause
nausea if taken with insufficient
amounts of liquid (Refs. 1 and 2). In
addition, saline laxatives are :
recommended to be taken with a full
glass of water to achieve their maximum
effect (Ref. 3). Therefore, in this
entative final monograph the agency
proposes the direction to “drink a full
glass (8 oz of liquid with each dose” for
both bulk-forming and saline laxatives.
References

‘(1) Grollman, A., “Pharmacology and
Therapeutics,” Lea and Febiger, Philadelphia,
p. 625, 1965. .

{2) Bowman, W.C., and M.]. Rand,
“Textbook of Pharmacology,” Blackwell
Scientific Publications, Oxford, England, p.
25.34, 1980.

{3) “United States Pharmacopeia
Dispensing Information—1881,” 2d Ed.,
United States Pharmacopeial Convention,
Inc., Rockville, MD, p. 824.

7. It is unlcear whether the glycerin
enema dosage in recommended
§ 334.12(a) refers to the total volume of
enema solution or to the amount of
glycerin in the enema solution. Because
the data on safety and effectiveness of
glycerin enema reviewed by the Panel
was for an 80-percent solution of
glycerin (Ref. 1), this tentative final

monograph is revised to reflect that the -

dosage statement for glycerin enema is
for an 80-percent glycerin solution.
Reference

{1} OTC Volume 090025, Docket No. 78N~
036L, Dockets Management Branch.

8. The agency has reviewed the
Panel’s recommended warnings for

against regular use (recommended

§ 334.60(c)). The agency believes that
the revised indications and warnings
proposed in this tentative final
monograph for all laxative drug
products sufficiently guard against
regular use. Therefore, the agency is not
including the Panel's recommended
warnings for castor oil in this tentative
final monograph.

9. The agency has reviewed the
various studies submitted to support the
professional use of laxative ingredients
for use in preparing the colon for x-ray
and endoscopic examination and/or for
preparing the patient for surgery. In

“most of the studies submitted the

laxative ingredients were not used
alone, but were part cf an overall
regimen which included overhydration,
dietary restrictions and/or other
laxative agents. Therefore, in this
tentative final monograph the agency
proposes to modify the professional
labeling indications for laxative
ingredients used for bowel cleansing
purpose to include the additional
phrase, “for use as part of a bowel
cleansing regimen.”

11, The Agency’s Tentative Adoption 6f
the Panel's Report

A. Summary of Ingredient Categories
and Testing of Category II and Category
I Conditions

1. Summary of ingredient categories.
The agency has reviewed all claimed
active ingredients submitted to the
Panel, as well as other data and

_information available at this time, and

concurs with the Panel's categorization
of ingredients. For the convenience of
the reader, the following table is
included as a summary of the
categorization of OTC laxative active
ingredients.

. . " Cate-
Laxative active ingredients gory
Butk-forming laxatives:
Agar Ii.
Alpha cellulose. . .
Bran L

Caicium polycarbophil L
Garrageenan, degraded ... ereseersreasessened 1.
Carrageenan, native il
Guar gurn........ .
Karaya |3
Mait soup extract :
kMethyicellulose
Polycarbophil
Psyllium ingredient:

Plantage ovata husks

Plantago ssads

Psyitium (hemiceliulose)

Psyliiim, hydrophyilic rrucilioid (psyllium hydro-

colioid)

Psyllium seed

Psyllium seed (blond)

Psyltium seed husks
Sodium cart thylceliviose i

Hyperosmotic laxatives:

Glycerin .

gory

Sorbitol i
Lubricant laxative: Mineral Ol .......cceoeerecreccssersencnees 8
Saline laxatives: :

Magnesium citrate cral solution, USP ......cvnnaee .

Magnesium hydroxide 1

Magnesium sulfate L.

Scdium biphosphate. [N

Sodium phosphate. ¢

Tartaric acid and salts 1
Stimulant laxatives:

Aloe i.

Aloin 1.

Bile saits (acid) and oX bile.....eeceeen 1.

Bisacodyl, 1.

Caicium pantothenate 1.

Calomel iR

Cascara sagrada ingredients ........owewsressemeranes [l

Casanthranol

Cascara fluidextract, aromatic
_Cascara sagrada bark
Lascara sagrada exiract
Cascare sagrada fluidextract

Castor oil

Colocynth resin

Danthron

Dehydrocholic acid i

Elaterin resin il

Frangula .

Gamboge resin il

Ipomea resin i

Jalap resin i

Phenolphthalein {white or ysliow) ...

Podophyium resin {(podophyliin) | B

Prune concentrate dehydrate and prune powder....| i

Fhubarb, Chinese 13,

Sennosides A and B 1.

Sodium oleate i
Sioot Softener Laxatives:

Docusate ingredients *

Docusate calcium sulfosuccinate
Docusate potassium sulfosuccinate
Docusate sodium sulfosuccinate,

Poloxalkal (polykoi). .
Carbon Dicxide-Releasing Laxatives: .

Released carbon dioxide from combined sodium | 1.

biphosphate, anhydrous, scdium acid pyro-
phosphate, and sodium bicarbonate.

Released carbon dioxide from combined, sodium | 1.

hiphosphate and sodium bitartrate.

! To be discussed in a separate FEDERAL REGISTER publi-
cation.

2. Testing of Category II and Category
1l conditions. The Panel recommended
testing guidelines for laxative drug
products (40 FR 12922). The agency is

offering these guidelines as the Panel’s

recommendations without adopting
them or making any formal comment on
them. Interested persons may
communicate with the agency about the
submission of data and information to
demonstrate the safety or effectiveness
of any laxative ingredient or condition
included in the review by following the
procedures outlined in the agency’s
policy statement published in the
Federal Register of September 29, 1981
{46 FR 47740) and clarified April 1, 1983
{48 FR 14050}. That policy statement
includes procedures for the submission
and review of proposed protocols,
agency meetings with industry or other
interested persons, and agency
communications on submitted test data
and other information.



2159

Federal Register /| Vol. 50, No. 10 / Tuesday, January 15, 1985 / Proposed Rules

B. Summary of the Agency’s Changes in
the Panel’s Recommendations

FDA has considered the comments
and other relevant information and
concludes that it will tentatively adopt
the Panel’s report and recommended
monograph with the changes described
in FDA’s responses to the comments
above and with other changes described
in the summary below. A summary of
the changes made in the Panel's

- conclusions and recommendations

S

follows.

1. Because of the number of changes
that have been made, as summarized
below, many of the section and
paragraph numbers have been
redesignated in this tentative final
monograph. In addition, Subpart D has
been redesignated as Subpart C, and the
labeling sections of the monograph
placed under Subpart C.

2. The following changes have been
made to conform to the format and
content of other recent OTC drug
tentative final monographs:

a. A “statement of identity” section
has been added for each laxative drug .
category.

b. The dosage information for each
active ingredient has been moved to the
directions section for the respective
laxative drug category.

c. In an effort to simplify OTC drug
labeling, the agency proposed in a
number of tentative final monographs to
substitute the word “doctor” for
“physician” in OTC drug monographs on
the basis that the word “doctor” is more
commonly used and better understood
by consumers. Based on comments
received to these propesals, the agency
has determined that final monographs
and any applicable OTC drug
regulations will give manufacturers the
option of using either the word
“physician” or the word “doctor.” This
tentative final monograph proposes that
option..

d. The signal word “warning” is being
used in labeling instead of the signal
word “cantion.” {See comment 27
above] .

3. Some of the Panel's recommended
dosages did not specify the dosage
interval but merely stated a daily dose.
The tentative final monograph clarifies

- that the recommended dose is to be

taken as a single daily dose. (See
comment 12 above.)

4. The indication statement for
laxative drug products has beenrevised
to “For the relief of occasional
constipation” [which may be followed
by “(irregularity).”] (See comment 14
and 15 above.)

5. The professional labeling section
has been revised to clarify that the

required OTC labeling for a laxative -
drug product must be included in the
labeling provided to health
professionals. {See comment 21 above.]

6. The statement of identity for
hyperosmotic laxatives is simply .
“laxative.” {See comment 22 above.)

7. The tentative final monograph
clarifies that the definitions of laxative
drug categories need not appear in the
labeling. However, the timeframes
within which the different types of
laxatives are expected to produce bowel
movement are required in the labeling,
{See comment 23 above.)

8. The definition of “short-term use” is
not included in the tentative final
monograph. (See comment 26 above.)

9. The phrase “this product” has been
replaced with the phrase “laxative
products” in those warning statements
where the warning is applicable to all
laxative products. {See comment 28
above.) »

10. The drug interaction warning for
cellulose derivatives is not included in
the teritative final monograph. {See
comment 35 above.)

11. The phrase “adequate liquid
intake” in the directions of bulk-forming
laxatives has been replaced with the
phrase “Drink a full glass (3 oz} of liguid
with each dose.” The warnings ;
recommended for bulk-forming laxatives
that advised consumers te drink a full
glass of liquid with each dose have been
deleted because they are repetitious of
the statements in the directions. In
addition, the definition of “adequate
liquid intake” is not included in the
tentative final monograph. (See
comment 36 above.)

12. The doseage of glycerin
suppositories has been clarified to
reflect the amount of glycerin per
suppository. {See comment 45 above.)

13. The rectal use warning for glycerin.

products has been revised to read “For
rectal use only.” (See comment 46
above.)

14. Reference to mineral oil emulsion
is not included in the tentative final
monograph. The tentative final
monograph includes warnings and
directions for use for mineral oil only..
{See comment 47 above.)}

15. The warning for mineral oil
products for persons who should not be
administered mineral oil has been
revised and does not contain a reference
to “aged patients.” (See comment 48
above.)

16. That portion of the warning for
mineral oil products that warns not to
administer mineral eil to persons having
recent episodes of vomiting,
regurgitation, or abdominal pain is not
included in the tentative final
monograph. {See comment 49 above.)

17. The drug interaction precaution for
stool softener laxatives has been
amended to include the phrase “unless.
directed by a doctor.” {See comment 50
above.)

18. Specific sequestering agents for
magnesium ciirate in oral solution are
not included in the tentative final
monograph. {See comment 52 above.}

19. The dosage for magnesium citrate
has been expanded to be compatible
with USP requirements. (See comment
55 above.)

20. The professional labeling section .
of the tentative final monograph
includes a professional indication for
magnesium citrate and phosphate salts.
(See comments 53 and 58 above.}

21. An infant dosage for magnesium
hydroxide is included in the professional
labeling section of the tentative final -
monograph. {See comment 54 above.}

. 22. The directions for the magnesium-
containing saline laxatives have been
amended to provide for a single daily
dose. (See comment 56 above.)

23. The storage condition information
for magnesium citrate oral solution has
been revised to conform to the USP
specifications. {See comment 57 above.)

24, The dosages for the phosphate
salts have been revised. [(See comment
58 above.}

25. The directions for saline laxatives
in this tentative final monograph include
the phrase “Drink a full glass {8 oz} of
liquid with each dose.” {See part IL
paragraph 7 above.}

26. The general warnings for stimulant
laxative drug products are not included
in the tentative final monograph. (See
comments 62 through 65 above.)

. '27. The dosages for the senna
preparations have been revised to
provide dosages for sennosides A and B
only. (See comment 76 above.) B

28. A suppository dose for sennosides
A and B is included in the tentative final
monograph. {See comment 70 above.)

29. The Panel’'s recommended
monograph has been amended to
include a bowel cleansing indication for .
a high dose of sennosides A and B. (See
comment 70 above.)

30. The bisacody! dosage have been
revised to delete reference that the drug
should be taken only at bedtime. (See
comment 73 above.)

31. The warnings for bisacodyl.
products have been separated into two
sections—one for enteric-coated tables,
the other for the suppository. {See
comment 74 above.)

32. The warning advising not to give
bisacody! enteric-coated tablets to
children under 3 years of age has been
revised to warn against the use of
bisacody! entreric-coated tablets in
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children under 6 years of age. (See
omment 74 above.) :

33. The storage condition statement
for bisacodyl products has been revised
to delete reference to the word “cool.”
(See comment 75 above.}

34. The dosage for dehydrocholic acid
has been revised to provide for a dose of
2530 to 500 mg three times a day. {See
comment’77 abeve.)

35. The specific 1-week use Emitation
for stool softener laxatives iz not
included in the tentative final
monograph. {See comment 80 above.)

38. A carbon dioxide-releasing
suppository consisting of sodium
bicarbonate and potassium bitartrate is
included in the tentative final
menograph. {See comment 82 above.)

37. The tentative final monograph
provides for bowel cleansing systeins,
{See comment 89 above.)

38. A combination containing psyllium
seed {blond) and casanthranol is .
included in the tentative final
monograph. {See comment 92 above.)

39. Dosages for children under 2 years
of age are included only in the
professional labeling section of the
tentative final monograph. {See part i1,
paragraph 1 above,)

40. The rectal bleeding warning
recommended by the Panel for the
carbon dioxide-releasing supposifories

as been revised and is being

ecommended for all laxative drug
products. {See part IL paragraph 2
above.} ]

41. The sodium warnings for laxative
drug products have been revised tg
conform to the sodium warnings
required irnv the antacid monograph. (See
part IL. paragraph 3 above.)

42. The warning for orally-
administrated phosphate-containing
laxative drug products advising against -
use in children has been revised to be .
consistent with the directions for use.
‘{See part I1. paragraph 4 above.)

43. The agency has amended the
definitions section of the monograph to
delete unnecessary ones and to add new
ones where necessary. (See part il
paragraph 5 abgve.)

44. The dosage for glycerin enema has
been revised to reflect that the solution
is an 80-percent concentration of
glycerin. {See part I1. paragraph 7
above.) '

45. The agency has deleted the
specific warnings recommended by the
Panel for castor oil from the tentative
Iinal monograph. {See part II. paragraph .
8 above.)

46. The agency has modified the
professional labeling indications for
taxative ingredients used in preparing

he colon for x-ray and endoscopic
sxamination and/or preparing the

patient for surgery to reflect their actnal
use as part of bowel cleansing system.
(See part II. paragraph 9 above) .

The agency proposes to revoke the
existing warning and caution statements
in § 369.20 for cathartics and laxatives
and for mineral oil laxatives at the time
this monograph becomes effective. The
agency also proposes to revoke the
existing regulations in § 201.302 for
mineral oil at the tinte the final
monograph becomes effective.

The agency has examined the

economic consequences of this proposed -

rulemaking in conjuncticn with other
rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1983 (48
FR 5808), the agency announced the
availability of an assessment of these
economic impacts. The assessment
determined that the combined impacts
of all the rules resulting from the OTC
drug review do not constitute a major
rule according to the criteria established
by Executive Order 12291. The agency

.therefore concludes that no one of these

rules, including this proposed rule for
OTC laxative drug products, is a major
rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatery Flexibility Act,
Pub. L. 96-354. That assessment
included a discretionary Regulatory

Flexibility Analysis in the event that an ‘

individual rule might impose an unusual
or disproportionate impact on small
entities. However, this particular
rulemaking for OTC laxative drug
products is not expected to pose such an
impact on small businesses. Therefore,
the agency certifies that this proposed
rule, if implemented, will not have a
significant economic impact on a
substantial number of small entities,

The agency invites public comment
regarding any substantial or significant
ecenomic impact that this rulemaking
would have on OTC laxative drug
products. Types of impact may include,
but are not limited to, costs associated
with products testing, relabeling,
repackaging, or reformulating.
Comments regarding the impact of this
rulemaking on OTC laxative drug
products should be accompanied by
appropriate documentation. Because the
agency has not previsously invited
specific comment on the economic
impact of the OTC drug review on
laxative drug products, a period of 120
days from the date of publicaiion of this
proposed rulemaking in the Federal
Register will be provided for comments
on this subject to be developed and

“submitted. The agency will evaluate any

comments and supporting data that are .
received and will reassess the economic
impact of this rulemaking in the
preamble to the final rule.

- The agency has determined that under
21 CFR 25.24{a)(9) {propsced in the
Federal Register of December 11, 1979;
44 FR 71742 this proposal is of a type
that does not individually or
cumulatively have a significant impact -
on the human environment. Therefore,
neither an enviornmental assessment
nor an environmental impact statement
is required.

Section 334.66{d)(3] of this proposed
rule contains a collection of information
requirement. As required by ssction
3504(h} of the Paperwork Reduction Act
of 1980, FDA has submitted a copy of
this proposed rule to the Office of

Management and Budget (OMB) for its

review of this collection of information
requirement. Other organizations and )
individuals desiring to submit comments
on this collection of information
requirement should direct them to FDA's
Dockets Management Branch {address
above) and to the Office of Information
and Regulatory Affairs, OMB, Rm. 3208,
New Executive Office Bldg.,
Washington, DC 20503, Attn: Bruce
Artim,

List of Subjects in 21 CFR Part 334

OTC drugs: Laxative drug products.

Therefore, under the Federal Food.
Drug, and Cosmetic Act {secs. 201{p],
502, 505, 701, 52 Stat, 1041-1042 as
amended, 1050~1053 as amended, 1055~
1056 as amended by 70 Stat. 919 and 72
Stat. 948 (21 U.S.C. 321(p), 352, 355, 371},
and the Administrative Procedure Act
(secs. 4, 5, and 10, 60 Stat. 238 and 249 as
amended (5 U.S.C. 553, 554, 702, 703,
704}), and under 21 CFR 5.11, itis a ‘
proposed that Subchapter D of Chapter I
of Title 21 of the Code of Federal
Regulations be amended by adding new
Part 334, to read as follows: .

PART 334-LAXATIVE DRUG
PRODUCTS FOR OVER-THE-COUNTER
HUMAN USE

Subpart A—General Provisions

Sec.
3341 Scope.
334.3 Definitions.

Subpart B~Active Ingredients

33410 Bulk-forming laxative active
ingredients.

334.12 Hyperosmotic laxative active
ingredients.

334.14 Lubricant laxative active ingredients.

334.16 Saline laxative active ingredients.

334.18 Stimulant laxative active ingredients.
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26, .

334,20 Stool softener laxative active
ingredients [Reserved].

334.22 Carbon dioxide-releasing laxatives.

334.30 Permitted combinations of laxative
active ingredients. '

334.31 - Laxative combination eriteria.

334.32 Bowel cleansing systems.

Subpart C-—Labeling

334.50 Labeling of laxative drug producis.

334.52 Labeling of bulk-forming laxative
drug products.

334.54 Labeling of hypercsmotic laxative
drug products. -

334.56 Labeling of lubricant laxative drug
products.

334.58 Labeling of saline laxative drug
products.

334.60 Labeling of stimulant laxative drug
products.

334.62 Labeling of stool softener laxative
drug products.

334.64 Labeling of carbon dioxide-releasing
laxative drug products.” '

334.66 - Labeling of bowel cleansing systems
identified in § 334.32.

334.80 Professional labeling.

Authority: Secs. 201(p), 502, 505, 741, 52
Stat. 1041-1042 as amended, 10501653 as
amended, 1055-1056 as amended by 70 Stat.
919 and 72 Stat. 848 (21 U.8.C. 321(p), 352, 335,
371); secs. 4, 5, and 10, 80 Stat. 238 and 243 as
amended {5 U.8.C. 553, §54, 702, 703, 704).

Subpart A—General Provisions
§334.1 Scope.

{a] An over-the-counter laxative drug
product in a form suitable for oral or
rectal administration is generally
recognized as safe and effective and is
not misbranded if it meets each
condition in this part and each general
condition established in § 330.1.

{b} References in this part o
regulatory sections of the Code of
Federal Regulations are to Chapter I of ~
Title 21 unless otherwise noted. -
'§334.3 Definitions.

As used in this part:

{a) Laoxative. Any agent used for the
relief of constipation.

(b} Laxation. To cause a bowel
mmovement. -

{c) Constipation. Infrequent or
difficult bowel movement.

(3} Bulk-forming laxative. An agent
that increases bulk volume and water
content of the stool thereby promoting
bowel movement. ‘

{e) Carbon dioxide-releasing laxotive.
A suppository dosage form containing
several ingredients that release cabon
dioxide, thereby induciiig gentle
_ pressure in the rectum which promotas
bowel movement.

(f) Hyperosmotic laxaiive. An agent
that attracts water into the stool thereby -
promoting bowel movement.

(g} Lubricant laxative. An agent-that
lubricates the contents of the intestinal

tract thereby promofting bowel
movement,

{(h) Saline laxative. An agent that
increases water in the intestine thereby
promoting bowel movement.

(i) Stimulant laxative. An agent that

. promotes bowel movement by one or

more direct actions on the intestine.

“{j} Stool sofiener Jaxative, An-agent
that penetrates and softens the stoal
thereby promoting bowel movement.

(k) Bowel cleansing system. A

laxative drug product containing several
different laxative ingredients for '
sequential adminisiration at specified
time intervals, for use in cleansing the
bowel prior to surgery, colon x-ray, or
endoscopic exmination.

Subpart B—Active ingredients

§334.10 Bulk-forming laxative active
ingredients. )

The active ingredient of the product
consists of any of the following when
used within the dosage limits
established for each ingredisnt in
% 334.52(d):

{a) Bran. .

{b} Cellulose (semisynthetic]
ingredients.

(1) Methylcellulose.

{2} Sodium carboxymethylceilulose.

{c) Karaya.

{d) Malt soup extract. “

{e) Polycarbophil.

{f} Psylllium ingredients.

{1) Plantago ovata husks.

{2) Plantago seed.

(3} Psyliium (hemicellulose).

{4) Psyllium hydrophyllic mucilloid.

{5} Psyllium seed.

{6) Psyllium seed (blondj.

{7} Psyllium seed husks.

§334.12 Hyperosmotic iaxative active
ingredients.

The active ingredien! of the product
consists of any of the following when
used within the dosage limits
sstablished for each ingredient in
§ 334.54(d):

{a) Glycerin.

{b} Sorbitol.

$334.14 Lubricant laxative active
ingredients.

The active ingredient of the product
consists of minera! oil when used within
the dosage limit established in
$ 334.58(d).

§334.16 Saline laxative active ingredients.
The active ingredient of the product
consists of any of the following when
used within the dosage limits
established for each ingredientin
§ 334.58(d):
{a) Magnesium citrate.
{b) Magnesium hydroxide,

{¢) Magnesium sulfate.- ‘

{d} Sodium phosphate/sodium
binhosphate marketed as a solution.

{g) Sodium phosphate.

1) Sodium biphosphate.

§334.18 Stimulant laxative active .
ingredients.

The active ingredient of the product

“gonsists of any of the following when

used within the dosage limits
sstablished for each ingredient in
§ 334.50 (d):

{a) Aloe,

{b} Bisacodyl. .

{c) Cascara sagrada ingredients.

{1} Casanthranol..

{2) Cascara fluidextract, aromatic.

{3) Cascara sagrada bark.

{4) Cascara sagrada extract.

{5) Cascara sagrada fluidexiract,

{d) Castor oil,

{e) Danthron.

{f) Dehydrocholic acid.
- {g} Phenclphthalein.

{h) Sennosides A and B from any of
the following sources: senna leaf
powder, senna fluidextract, senna fruit
exiract, senna syrup, senna pod
concentrate, or sennosides A and B
orystallive.

§334.20 Stool softener laxative active
ingredients {Reserved].

§334.22 Carbon dioxide-releasing
laxatives. )

The aciive ingredient of the product
consists of the following when used

* . within the dosage limits established in

§ 334.64(cd):

{a) Carbon dioxide released from
combiried sodium biphosphate
anhydrous, sodium acid pyrophosphate,
and sodium bicarbonate.

{b) Carben dioxide released from
combined sodium bicarbonate and
potassium bitartrate.

§334.30 Permitted combinations of active
laxative ingredients.

The active laxative ingredients of the
product consists of a combination of

- ingredients listed below provided the

combination meets the laxative criteria
established in“§ 334.31.

{a) The following bulk laxative
ingredients may be combined provided
the combination is labeled according to
$ 334.52:

{1} Malt soup extract identified in

* § 334,10(d) and psyllivm seed (blond]

identified in § 334.10(f){8).

{2) Malt soup extract identified in
§ 334.10{d) and psyllium seed husks
identified in § 334.10(f}(7).

{3) Methylcellulose identified in
§ 334.10{bj(1) and plantago ovata husks .
identified in § 334.10(f)(1).



Federal Register / Vol. 50, No. 10 / Tuesday, January 15, 1985 / Proposed Rules

2153

{b} The following bulk laxative

gredient may. be combined with the
_allowing lubricant laxative ingredient
provided the combination is labeled
according to §§ 334.52.. and 334.56:
Psyllium seed identified in § 334.16{f})(5}
and mineral oil identified in § 334.14.

{c) The following bulk laxative
ingredients may be combined with the
following stimulant laxative ingredients
provided the combination is labeled
according to §§ 334.52 and 334.60:

(1) Psyllium (hemicellulose) identified
in § 334.10{f)(3) and sennosides A and B
identified in 8 334.18(h).

{2) Pgyllium seed {blond} 1dent1fxed in
§ 334.10{f}{8) and casanthrancl
identified in § 334.18{c){1).

(d) [Reserved] .

(e} the following lubricant laxative
ingredient may be combined with the
following stimulant laxative ingredients
provided the combination is labeled
according to §§ 334.56 and 334.60:

{1) Mineral cil identified in § 334.14
and casanthranol identified in
§ 334.18(c)(1}.

{2} Mineral oil identified in § 334.14
and cascara sagradaextract identified in
§ 334.18{c)(4).

{3) Mineral oil identified in § 334.14
and cascara sagrada fluidextract
identified in § 334.18{c){5).

{4) Mineral oil identified in § 334.14

ad phenolphthalein identified in
3 334.18(g)

(f) The following lubricant laxative
ingredient may be combined with the
following saline laxative ingredient
provided the combination is labeled
according to §§ 334.56 and 334.58:
Mineral oil identified in § 324.14 and
magnesium hydroxide identified in
§ 334.16(b).

{g) The following saline laxative
ingredient may be combined with the
following stimulant laxative ingredient
provided the combination is labeled .
according to §§ 334.58 and 334.60:
Magnesium hydroxide identified in
§ 334.18{c}{4).

(h} The following stimulant laxative
ingredients may be combined provided
they are labeled according toi § 334.80:

(1) Aloe identified in § 334.18{a) and
casanthranol identified in § 334.18{c){1].

{2) Cascara sagrada extract identified
in § 334.18{c}{4) and phenolphthalein
identified in § 334.18(g).

§334.31 Laxative.

{a) The sum of the precentages of the
effective dosage range (EDR) as
determined in paragraph {b) of this .
section for each active 1ngred1ent in the
combinations permitied in § 334 30 shall
not exceed 100 percent.

{b) The method used for determining
<he EDR percentage value of each active
ingredient is as follows:

L. max d—EDR [min)
" 'EDR (max)—EDR (min)

(1) L max d is the labeled maximum
daily dosage of the ingredient which
must be within the effective daily
dosage range for the ingredient
established in §§ 334.52, 334.54, 334.56,
334.58, 334.60, or 334.52.

(2) EDR (min] is the effective daily
dosage range (minimum) and EDR {max}
is the effective daily dosage range
{maximum) for the active ingredient
established in §§ 334.52, 334.54, 334.56,
334.58, 334.60, or 334.62.

§334.32 Bowel cieansing systems.

(a) A kit containing the following 3
laxative drug products for sequential
administration as specified in
§ 334.66{d}(5): magnesium citrate
identified in § 334.16(a) and bisacodyl
identified in § 334.18(b) in both an oral
dosage form and a suppomtory dosage
form.,

(b)-A kit containing the following 3
laxative drug products for sequential
administration as specified in
§ 334.66{d)(6): magnesium citrate
identified in § 334.16(a), phenoclphthalein
identified in § 334.18{g) in an oral
dosage form, and carbon dioxide-
releasing suppositories’identified in
§ 334.22(b).

Subpart C—Labeling

§ 334.50 Labeling of faxative drug
products. -

In addition to the labeling described
in §8§ 334.52, 334.54, 334.56, 334.58,
334.60, 334.62, and 334.64, the labeling of
laxative drug products cortains the
following statements unless otherwise
specified. _

{a) Indications. The labeling of the
product contains a statement of the
indications under the heading
“Indications” that is limited to the
phrase “For relief of occasional
constipation” [which may be followed
by “{irregulamy] 1

{(b) Warnings. The labeling of the
product contains the following

- information under the heading

“Warnings.” If applicable, the warnings
in this section may be combined with
the warnings in §§ 334.58 and 334.60 to
eliminate duplicative words or phrases
50 the resulting warning is clear and
understandable.

(1) “Do not use laxative products
when abdominal pain, nausea, or
vomiting are present unless directed by
a doctor.”

" 100=% EDR of each ingredient where: .

{2) “If you havé noticed a sudden
change in bowel habits that persists
over a period of 2 weeks, consult a
doctor before using a laxative.”

{3) “Laxative products should not be
used for a period longer than 1 week
unless directed by a doctor.”

(4) “Recial bleeding or failure to have
2 bowel movement after use of a
laxative may indicate a serious
condition. Discontinue use and consult
your doctor.” -

(5] For products containing more than
5 milliequivalents (115 milligrams}
sodium in the maximum recommended
daily dose. “De not use this product if
you are on a low salt diet unless
directed by a doctor.” -

{8} For products containing more than
25 ml]lzequaients (975 milligrams)
potassium in the maximum. .
recommended daily dose. “Do not use
this product if you have kidney disease
unless directed by a doctor.”

{7) For products coniaining more than
50 milliequivalents (600 milligrams]
magnesium in the.maximum
recommended daily dose. *Do not use
this product if you have kidney disease
unless directed by a doctor.” ‘

(8] A product containing more than 1
mhheqmvalent (23 mﬂhgrams} sodium
per maximum daily dose shall be
labeled as to the sodium content per
dosage unit.

(c) Directions. The labeling of the
product contains the appropriate
directions identified in §§ 334.52, 334.54.
334.58, 334.58, 334.60, 334.62, 334.64, and
334.66 under the heading “Directions”
followed by “or as directed by a
dector.”

{d) The word “physician” may be
substituted for the word “doctor” in any

- of the labeling statements in'this

subpart.

§ 334.52 Labeling of buik-forming laxative
drug products.

(a) Statement of identity. The labeling
of the product containing any ingredient
identified in § 334.10 includes the
established name of the drug, if any, and
identifies the product as a "hulk formifig
laxative.”

{b} Indications—~-Other requzred
statement, In addition to the indication
identified in § 334.50{a), the product also
contains a statement under the heading
“Indications” that is limited to the
phrase: “This product generally
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produces bowel movement in 12 to 72
hours.” '

. {c} Warnings. The labeling of the
product contains the applicable
warnings identified in § 334.50{b) under
the heading “Warnings.”

{d) Directions. The labeling of the
product contains the following
information under the heading
. “Directions.” '

{1} For products containing any
ingredient identified in § 334,70, *Prink
a full glass {8 ounces) of liguid with each
dose.”

{2} For products containing bran
identified in § 334.10{a). Adulis and ‘
children 12 years of age and over: oral
dosage is 6 to 14 grams. Theve is no
maximum daily dose. Children under 12
vears of age: consult a doctor,

{3} For products containing
methylcellulose and sodium
carboxymethylcelluiose identified in
§ 334.10(b) (1) and {2). Adulis and
children 12 years of age and over: oral
dosage is 4 to 6 grams in a single daily
@ose. Children 6 to under 12 years of
age: oral dosage is 1 to 1.5 grams in a
single daily dose. Children under 6 years
of age: consult a doctor,

{4) For products containing karayva
identified in § 334.10(c}. Adulis and
children 12 years of age and over: oral
dosage is 5 t0 10 grams in a single daily
dose. Children under 12 years of age:
consult a doctor,

(8] For products containing malf soup
extract identified in § 354.10(d). Adulis
and children 2 years of age and over:
oral dosage is 12 to 64 grams in a single
daily dose. Children under 2 years of
‘age: consult a doctor.

(8} For products containing
polycarbophil identified in § 334.10(s),
Adults and children 12 years of age and
over: oral dosage is 4 to 8 grams in'a -
single daily dose. Children 6 to under 12
years of age: oral dosage is 1.5 10 3
grams in a single daily dose. Children 2
to under 6 years of age: oral dosage is 1
to 1.5 grams in a single daily doss.
Children under 2 years of age: consult a
dector,

{7} For producis containing any
psyllium ingredien? identified in
§ 334.26{f). Adults and children 12 years
of age and over: oral dosage is 2.5 {0 30
grams in a single daily dose. Children 8
to under 12 years of age: 1.25 to 15 grams
in a single daily dose. Children under 5
vears of age: consult a doctor.,

§334.54 Labeling of hyperosmotic
laxative drug products.

{8} Siatement of identity. The labeling
of the product containing any ingredient
identified in § 334.12 includes the
established name of the drug, if any, and
identifies the product as a “laxative.”

{b) Indications—Other required
statement. In addition to the indication
identified in' § 334.50(a), the product also
contains a statement under the heading
“Indications” that is limited to the
phrase: “This product generally
produces bowel movementin % to 1
hour.”

{c) Warnings. In addition to the

- warnings identified in § 334.50(b}, the

labeling of the product contains the
following statement under the heading
“Warnings.”

(1) For products containing glycerin
identified in § 334.12{a). *May cause
rectal discomfort or a burning
sensation.”

{2} For products coniaining glycerin or
sorbitol identified in § 334.72 {a} and (b).
“For rectal use only.”

{d) Directions. The labeling of the
product contains the following
information under the heading
“Directions.”

{1) For products coniaining glycsrin-
identified in § 334.12{a)—{i) Rectal
suppository dosoge. Adults and children

- B years of age and over: rectal

suppository dosage is 2 to 3 grams
elycerin in a single daily dose. Children
2 to under 6 years of age: recial .
suppository dosage is 1 o 1.7 grams
glycerin in a single daily dose. Children
under 2 years of age: consult a doctor,

{ii} Rectal enema dosage. Adults and
children 8 years of age and over: rectal
enema dosage i8 5 to 15 milliliters of an
80 percent volume/volume solution in a
single daily dose. Children 2 10 under &
years of age: recial enema dosage is 2 to
5 milliliters as an 80 percent volume/
volume solution in a single daily dose.
Children under 2 years of age: consuli a
doctor,

{2) For products containing sorbitol

identified in § 354.12(b), Aduits and

children 12 years of age and over: rectal
enema dosage is 120 milliliters a5 a 25 %o
30 percent weight/volume sslution in &
single daily dose. Children 2 to under 12
years of age: rectal enema dosage is 30
10 60 milliliters as a 25 to 30 percent
weight/volume sclution in a single daily
dose. Children under 2 years of age:
consult a doctor,

§334.56 Labeling of lubricant laxative
drug products. )

(a) Siotemsnt of identity. The labeling
of the product containing any ingredient
identified in § 334.14 includes the
established name of the drug, if any, and
identifies the product as a “lubricant
laxative.” :

(b} Indicasions—Other required
statements. .

In addition to the indication identified

.in § 334.50(z), the product also contains

a statement under the heading

“Indications” that is limited to the ;
following: }

{1} Oral dosage forms. “This product-
generally produces bowel movement in
8 to 8 hours.”

{2} Rectal dosage forms. “This product
generally produces bowel movement in
2 1o 15 minutes.”

{c} Warnings. In addition to the
warnings identified in § 334.50(b), the
labeling of products containing mineral
oil identified in § 334.14{a)} for ora} use
contains the following statements under
the heading “Warnings.”

{1} “Do not administer to children
under & years of age, to pregnant
women, io bedridden patients, or to
persons with difficulty swallowing.”

{2} *As with any drug, if you are
nursing a baby, seek the advice of 2
health professional before using this
product.”

{3) “Drug interaction pracaution: Do
not take this preduct if you are presently
faking a steol softener laxative.”

{4} “Do not take with meals.”

{5] The warnings in paragraph (c){1}
and {2} of this seciion supersede the
general warning required in § 201.83,

{d} Directions. The labeling of
products containing mineral oil
identified in § 334.14 containg the
following information under the heading
*Direciions.”

{1) Ora! dosage. Adults and children,
over 12 years of age: oral dosage is a
minimum single dose of 15 milliliters to
a maximuam daily dose of 45 milliliters.
Children 6 to under 12 years of age: oral
dosage is 8 minimum single dose of 5
milliliters to a maximum daily dose of 15
milliliters. The dose may be taken as a
single daily dose or in divided doses.
Children under 6 years of age: consult a
ddctor, .

{2} Bectal enema dosage. Adults and
children over 12 ysars of age and over:
rectal enema dosage is 120 milliliters in
a single daily dose. Children 2 to under
12 years of age: rectal enema-dosage is
80 milliliters in a single daily dose.
Children under 2 years of age: consult a
doctor,

§ 334.58 Labeling of saline laxative drug
products.

{2} Statement of identity. The labeling
of the product containing any ingredient
identified in § 334.15 includes the
established name of the drug, if any, and
identiftes the product as a “saline
laxative.”

{b) Indications—Other required
staternents. In addition to the indication
identified in § 334.50{a), the product also
containg a statement under the heading -
“Indications” that is limited to the
following:
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(1) Oral dosage forms. “This product
erally produces bowel movement in
19 6 hours.”

(2) Bectal dosage forms. “This produst
generally produces bowsl movement in
2 to 15 minutes.”

{c) Warnings. In addition to the
warnings identified in § 334.50(b), the
labeling of the produst contains the
following statements under the heading
"Warnings.”

(1) For products containing
magnesium citrate identified in
§354.76(a) when formulaied in oral
solution. “Store at temperatures
between 46 and 86 °F (8 and 30 °C).”

{2} For products containing
phosphates identified in §334.26 (d), {e),
or {f). (i} “Do not use this product if you
have kidney disease unless directed by
a doctor.”

(i1} Oral dosage forms. “Da not give to
children under 5 years of age unless
directed by a doctor.”

(i1} Recta] dosage forms. “Do not give
to children under 2 years of age unless
directed by a doctor.”

(d) Directions. The labeling of the
product contains the following
information under the heading
"Directions.”

(1) Oral dosage forms. “Drink a full
glass (8 ounces) of liquid with each

~se,” ‘

2) For products con taining

-agnesium citrate identified in
§ 334.16(a). Adults and children 12 years
of age and over: oral dosage is 11 to 25
grams. Children 6 to under 12 years of
age: oral dosage is 5.5 to 12.5 grams.
Children 2 to under 6 years of age: oral
dosage is 2.7 to 6.25 grams. The dose
may be taken as a single daily dose or in
divided doses. Children under 2 years of
age: consult a doctor.

(3) For products containing
magnesium hydroxide identified in
§834.16(b). Adults and children 12 years
of age and over: oral dosage is 2.4 10 4.8
grams. Children 6 to under 12 years of
age; oral dosage is 1.2 to 2.4 grams.
Children 2 to under 6 years of age: oral
dosage is 0.4 to 1.2 grams. The dose may
be taken as a single daily dose or in
divided doses. Children under 2 years of
age: consult a doctor.

{4) For products containing
magnesium sulfate identified in
8§ 334.16(c). Adults and children 12 years
of age and over: oral dosage is 10 to 80
graras. Children 6 to under 12 years of
age: cral dosage is 5 to 10 grams.
Children 2 to under & years of age: oral
dosage is 2.5 to 5 grams. The dose may
be taken as a single daily dose or in
divided doses. Children under 2 years of

2e: consult a doctor. :

(5] For products con taining sodium
shosphate/sodium biphosphate

Identified in § 334.16(d) marketed as o
solution—(i) Oral dosage. Adults and
children 12 years of age and over: oral
dosage is sodium phosphate 2.42 to 7.56
grams, and sodium biphosphate 9.1 to

20.2 grams in a single daily doge.

Children 10 to under 12 years of age:
oral dosage is sodium phosphate 1.71 to
3.78 grams and sodium biphosphate 4.5
to 10.1 grams in a single daily dose.
Children 5 to under 10 years of age: oral
dosage is sodium phosphate 0.86 to 1.89
grams and sodium biphosphate 2.2 to
5.05 grams in a single daily dose.
Children under 5 years of age: consult a
doctor.

(ii) Rectal enema dosage. Adults and
children 12 years of age and over:
enema dosage is sodium phosphate 6.84
to 7.56 grams and sodium biphosphate
18.24 to 20.16 grams in a single daily
dose. Children 2 to under 12 years of
age: enema dosage is sodium phosphate
3.42 to 3.78 grams and sodium
biphosphate 9.12 to 10.08 grams in a
single daily dose. Children under 2 years
of age: consult a doctor.

(8) For products containing sodium
phosphate identified in §334.16(e).
Adults and children 12 years of age and
over: oral dosage is 3.42 to 7.56 grams in
a single daily dose. Children 10 to under
12 years of age: oral dosage is 1.71 to
3.78 grams in a single daily dose.
Children 5 to under 10 years of age: oral
dosage is 0.86 to 1.89 grams in a single
daily dose. Children under 5 years of
age: consult a doctor. )

{7) For products containing sodium
biphosphate identified in § 334.16(f).
Adults and children 12 years of age and
over: oral dosage is 4.5 to 20.2 grams in a
single daily dose. Children 10 to under
12 years of age: oral dosage is 2.25 to

- 10.1 grams in a single daily dose,

Children 5 to under 10 years of age: oral
dosage is 1.12 to 5.05 grams in a single
daily dose, Children under 5 years of
age: consult a doctor.

§ 334.80 Labeling of stimulant laxative
drug products,

(a} Statement of identity. The labeling
of the product containing any ingredient
identitied in § 334.18 includes the

‘established name of the drug, if any, and

identifies the product as a “stimulant
laxative.” ;

(b) Indications—Other required
siatement. In addition to the indication
identified in § 334.50(2), the product also
contains a statement under the heading
“Indications” that is limited to the
follpwing:

(1) Oral dosage forms. “This product
generally produces bowel movement in
6 to 12 hours.” 8

(2) Rectal dosage forms. “This product
generally produces bowe! movement in
% to 1 hour.”

{8) For products containing
sennosides A and B in the dosage
specified in § 334.60{d)(13). The product
should contain the following statement
under the heading “Indications” instead
of the statements required in
§8 334.50{a) and 334.60(b) {1) and (2):
“For use as part of a bowel cleansing
regimen in preparing patients for surgery
or for preparing the colon for x-ray or
endoscopic examination.”

(c} Warnings. In addition to the
warnings identified in § 334.50(b}, the
labeling of the product contains the
following statements under the heading
“Warnings.” )

(1) For products containing bisacodyl!
Identified in § 334.18(b). “Store at
temperatures not above 86° F (30° C).”

(i) Enteric-coated tablet dosage forms.
{@) “Do not chew tablets,” .

{b) "Do not give to children under §
years of age, or to persons who cannot
swallow without chewing, unless
directed by a doctor.”

(¢) ”Do not take this product within 1
hour after taking an antacid or milk.”

(¢} “This product may cause
abdominal discomfort, faintness, and
cramps.” -

(i} Rectal suppository dosage forms.
“This product may cause abdeminal
discomfort, faintness, rectal burning,
and mild cramps.”

(2) For products containing )
phenolphthalein identified in §334.18(g).
“If skin rash appears, do not use this
product or any other preparation
containing phenolphthalein.” -

[3) For products containing
sennosides A and B in the dosage
specified in § 334.60{d)(13). The product
should contain the following statement
under the heading “Warnings” instead
of the statements required in § 334.50{b}:
“Do not use this product unless directed

by a doctor.”

{d) Directions. The labeling of the
product contains the following
information under the headin
“Directions.” :

(1) For producis containing aloe
Iidentified in § 334.18{a). Adults and
children over 15 years of age: oral
dosage is 120 to 250 milligrams in a
single daily dose. Children 8 to under 15
years of age: oral dosage is 80 t0 120
milligrams in a single daily dose.
Children 6 to under § years of age: oral
desage is 40 to 80 milligrams in a single
daily dose. Children under 6 years of
age: consult a doctor,

{2) For products containing bisacody!
identified in § 334.18{b)—{i} Oral
dosage. Adults and children 12 years of
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age and over: oral dosageis 5 to 15
milligrams in a single daily dose.
Children 6 to under 12 years of age: oral
dosage is 5 milligrams in a single daily
dose. Children under 6 years of age:
consult a doctor. '

(ii) Rectal suppository dosage. Adulis
and children 12 years of age and over:
rectal suppository dosage is 10
milligrams in a single daily dose.
Children 6 to under 12 years of age:
rectal suppository dose is 5 milligrams
in a single daily dose. Children under 6
years of age: consult a doctor.

(3) For products containing

casanthranol identified in § 334.18(c)(1).

Adults and children 12 years of age and
over: oral dosage is 30 to 90 milligrams
in a single daily dose. Children 2 tc
under 12 years of age: oral dosage is 15
to 45 milligrams in a single daily dose.
Children under 2 years of age: consult a
doctor.

{4) For products containing aromatic
cascara fluidextract identified in
§ 334.18(c){2} Adults and children 12
years of age and over: oral dosage is 2 to
6 milliliters in a single daily dose.
Children 2 to under 12 years of age: oral
dosage is 1 to 3 milliliters in a single
daily dose. Children under 2 years of
age: consult a doctor.

{5) For products containing cascara
sagrada bark identified in § 334.18{c}(3)}.
Adults and children 12 years of age and
over: oral desage is 300 to 1000
milligrams in a single daily dose.
Children 2 to under 12 years of age: oral
dosage is 150 fo 500 milligrams in a

- single daily dose. Children under 2 years
of age: consult a dector.

(6) For products containing cascara
sagrada extract identified in :

§ 334.18(c)f4). Adults and children 12
years of age and over: oral dosage is 200
to 400 milligrams in a single daily dose.
Children 2 to under 12 years of age: oral
dosage is 100 to 200 milligrams in a '
single daily dose. Children under 2 years
of age; consult a doctor.

{7) For products containing cascara
sagrada fluidextract identified in
§ 334.18(c){5). Adults and children 12
years of age and over: oral dosage is 0.5
to 1.5 milliliters in a single daily dose.
Children 2 to under 12 years of age: oral
dosage is 0.25 to 0.75 milligrams in a
single daily dose. Children under 2 years
of age: consult a doctor.

(8) For products containing castor oIl
identified in § 334.18{d). Adults and
children 12 vears of age and over: oral
dosage is 15 to 60 milliliters in a single
daily dose. Children 2 to under 12 years
of age: oral dosage is 5 to 15 milliliters in
a single daily dose. Children under 2
years of age: consult a docter.

. (9) For products containing danthron
identified in § 334.18{¢). Adults and

children 12 years of age and over: oral
dosage is 75 to 150 milligrams in a single
daily dose. Children under 12 years of
age: consult a doctor.

{10) For products containing
dehydrocholic acid identified in
§ 334.18(f). Adults and children 12 years

of age and over: oral dosage is 250 to 500

milligrams three times a day. not to
exceed 1500 milligrams in 24 hours.
Children under 12 years of age: consult a
doctor.

{11) For products containing
phenolphthalein identified in § 334.18(g).
Adults and children 12 years of age and
over: oral dosage is 30 to 270 milligrams
daily in a single or divided daily dose.
Children 8 to under 12 years of age: oral
dosage is 30 to 60 milligrams in a single
or divided daily dose. Children 2 to
under 6 years of age: oral dosage is 15 to
30 milligrams in a single or divided daily
dose. Children under 2 years of age:
consult a doctor.

{12} For products containing
sennosides A and B identified in
§ 334.18(h)—{i) Oral dosage. Adults and
children 12 years of age and over:-oral
dosage is 12 to 50 milligrams once or
twice daily. Children 6 to under 12 years
of age: oral dosage is 6 to 25 milligrams
once or twice daily. Children 2 to under
6 years of age: oral dosage is 3 to 12.5
milligrams once or twice daily. Children
under 2 years of age: consult a doctor.

(i} Rectal supposiiory dosage. Adults
and children 12 years of age and over: |
rectal suppository dosage is 30
milligrams once or twice daily. Children
under 12 years of age: consult a dogter.

{13} For producis containing
sennosides A and B identified in
§ 334.18(h} and labeled for use only as
specified in paragraphs (bJ(3} and (c}i3)
of the section. Adults and children 12
years of age and over: oral dosage is 160
milligrams in a single daily dose.
Children under 12 years of age: consult a
doctor.

§ 344.62 Labeling of stool softener
laxative drug products.

{a) Statement of identity. The labeling
of the product containing any ingredient
identified in § 334.20 includes the
established name of the drug, if any, and
identifies the product as a “stool
softener laxative.”

{b} Indications—Other required
statements. In addition o the indication
identified in § 334.50{a}, the product also
contains a statement under the heading
“Indications” that is limited to the
following:

{1) Oral dosage forms. “This product
generally produces bowel movement in

12 t0 72 hours.”

(2} Rectal dosage forms. “This prod
generally produces bowel movemert:
2 to 15 minutes.”

{c) Warnings. [Reserved]

{d) Directions. [Reserved]

§ 334.64 Labeting of carbon dioxide-
releasing laxative drug products.

{a} Statement of identity. The labeling
of the product containing any ingredient
identified in § 334.22 includes the
established name of the drug, if any, and
identifies the product as a “laxative.”

{b) Indications—Gther required
statement. In addition to the indication
identified in § 334.50{a}, the product alsc
contains a statement under the heading
“Indications” that is limited to the
phrase: “This product generally
produces bowel movement in 5 to 30
minutes.” .

{c} Warnings. In addition to the
warnings identified in § 334.50(b). the
product also contains the following
information under the heading
“Warnings.”

{1) “For rectal use only.”

(2) “Do not lubricate with mineral oil
or petrolatum prior to rectal insertion.”

(d) Directions. The labeling of the
product contains the following
information under the heading
“Directions.”

(1) For preducts containing the corb.
dioxide-relsasing ingredients identified
in § 334.22{a}. Adults and children 12
years of age and over: rectal dosage is
one suppository containing 1.2 to 1.5
grams of sodium biphosphate
anhydrous, 0.04 to 0.05 gram of sodium
acid pyrophosphate and 1 t¢ 1.3 grams
of sodium bicarbonate in a single daily”
dose. Children under 12 years of age:
consult a doctor.

(2) For products containing the carhon
dioxide-releasing ingredients identified
in § 334.22¢b). Adults and children 12
years of age and over: rectal dosage is
one suppository containing 0.6 gram of
sodium bicarbonate and 0.9 gram of
potassium bitartrate in a single daily
dose. Children under 12 years of age:
consult a doctor.

{3} For products containing the carbon
dioxide-releasing ingredients identified
In § 334.22(c} and {b). “Moisten
suppository by placing it under a water
tap for 30 seconds or in a cup of water
for at least 10 seconds bafore insertion.”

§ 334.66 Labeling of bowe! cleansing
systems identified in § 334.32.

(a) Statement of identity. The labeling
of the product containing the bowel
cleansing systems identified in
§ 334.32(a) and {b) contains the
established names of the drugs, if any,
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and identifies the product as a “bowe}
cleansing system,”
" (b) Indications. The labeling of the
roduct contains a statement of the
indication under the heading
“Indications” that is Iimited to the
phrase: “For use gg part of a bowel
cleansing regimen in Preparing patients
for surgery or for Preparing the colon for
*-1ay or endoscopic examination.”

(c) Warnings, The labeling of the
product contains the following
statements instead of the warnings in
§ 334.50(b) under the heading
“"Warnings™: “Dg not use this product
unless directed by a doctor.”

(1} For products containing the howe/
Cleansing system identified {n
§334.32(a), The labeling of the product
also contains the warnings identified in
§8 334.50(b) (5), (), {7), and (8); .
334.58(c); and 334.60(c) as applicable,

(2} For products containing the bowe/
Cleansing s ystem identified in
5 334.32(5), The labeling of the product
also contains the warnings identified in
8§ 334.50(b) (5), (6), (7}, and 8
334.58{c); 334.60(c}; and 334.64(c) as
applicable.

{(d) Directions, The labeling of the
product contains the following
information under the heading
“Directions,” v

{1) “Open and read the enclosed
directions and labels at least 24 hours in

dvance of examination.”

- {2) "Follow each step and complete gl
instructions or the entire X-ray or
endoscopic examination may have to be
repeated.”

(3) Package insert. The foHowing
- information may be in the form of 4

liquid diet, together with a tommentary
on the importance of these dietary
restrictions.

" (ii) The manufacturer should include a

detailed set of instructions for the intake

of at least 49 ounces of clear fluid
including black coffee, plain teq,
" strained fruit juice, soft drinks, or water,
but not milk or cream, during the courge
of the bowel cleansing regimen. This
shall include commentary on the
importance of a kigh Auid intake to the
success of the bowel clearising regimen.
{iii) Detailed directions shoyld be
provided specifying the following
dosages, time intervals, routes of
administration, and sequence for the
administration of the individual single
" entity laxative products included in the
bowel cleansing system. This may
specify exact timeg of day for
administration of each laxative 1o insure
proper time intervals and should be

Ay "Mk‘

integrated with instructions regarding

dietary restrictions and fluid intake to
provide a detailed set of directions for
the complete bowe] cleansing regimen,

[a) For the bowe] cleansing system
identified in 3§ 384.52(a). Twenty five
8Tams magnesium citrate in orgl
solution; 15 to 2 milligrams bisacodyl
administered orally 2 hours after
administration of magnesium citrate in
oral solution; 10 milligrams of bisacodyi
administered by suppository 9 hours
after the administration of the oral
bisacodyl and atleast 2 hours before the
scheduled eXamination op X-ray.

(D) For the bowei cleansing system
identified in § 334.52(b). Twenty five
grams of magnesium citrate in oral
solution; 276 milligrams phenolphthalein
administered orally 2% hours after
administration of the magnesium citrate
in oral solution; 1 carbon dioxide-
releasing Suppository of the type
identified in § 334.22(b) administered 7
hours after administration of the '
phenolphthalein; 1 carbon dioxide:
releasing suppository of the type
identified in § 334.22(b) administered 8
hours after the first suppository and at
least 2 hours before the scheduled
examination or X-ray.

§ 334.80 Professional labeling,

The labeling of the product provided
to health professionals (but not to the
general public) contains the following
information in addition to the labeling
identified in §8 334.50, 334.52, 334.54,
334.56, 334.58 and 334.60,

{a) Indfcati'ozzs.-(l) For products
containing mineral ojl identified in
§334.14 “For Preparing the colon for x-
ray or endoscopic eXxamination,”

(2} Por producis containing
magnesium citrate in oral solution
identified in §334.36(a), sodium
phosphate/sodium biphosphate
identified in $334.16{d), or bisacodyi
identified in $334.18(b). “For use as part
of a bowel cleansing regimen in
preparing the patient for surgery or for
Preparing the colon for x-ray endoscopic
examination,”

(3) For products containing castor ojf
identified in $334.334. 18(d). *For
breparing the colon for X-ray or
endoscopic eXamination,”

(4} For products containing bisacody!
identified in § 334.18(p). “For use as a
laxative in Postoperative care,
aniepartum care, postpartum care, and
in preparation for delivery.”

b) Warnings. The labeling of the
product contains the following
information under the heading
“Warnings.”

(1) For producis containing karayq
identified in $334.20/c). (i) “Rare cases
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of allergic reactions and urticarig
caused by karaya have been reported.”

(i) “Inadequate fluid intake may
cause obstructions of the large bowel.”

(2) For products containing sodium
biphosphate or sodium phosphate
identified in §334.36 (d), (e}, and (). “Do
not use in patients with megacolon, as
hypernatremic dehydration may occur.
Use with cauntion in patiénts with
impaired renal functions.”

(8} For products con taining mineral
ol identified in §334.24. “Side effects
with the proper use of mineral oil are
few. However, laxation, anal leakage,
and dermatologic reactions may occur
with chronic use and particularly with
excess dosage. Owing to its property as

with the absorption of Provitamin A,
vitamin A, and vitamin D, leading to
impairment of calcium and phosphorus
metabolism. This occurs only under
conditions of chronic usage.
Administration of mineral oil may lower
prothrombin levels, probably secondary
to imparied vitamin K absorption, and
regular use in pregnancy may
predispose to hemorrhagic disease of
the newborn. Because of possible
interference with nutrition, minera] oii
should not be ingested in close
Proximity to meals. These side effects
ocour very rarely and then only with
chronic and abusive use.”

{c] Directions. The labeling of the
product may contain the following
additional information under the

eading “Directions.”

{1) For producis containing malt soup
exiract identified in § 334.10(d).
Children under 2 years of age: oral
dosage is 6 to 32 grams in a single daily
dose.

(2} For products containing
poi ycarbopbi]?’demzﬁed In § 334.10(e).
Children under 2 years of age: oral
dosage is 0.5 to 1 gram in a single daily
dose.

(3) For products con taining glycerin
identified in $354.12{a). Children under
2 years of age: {i) rectal suppository
dosageis1to 1.7 grams of glycerin, in a
single daily dose, (ii} rectal enemg
dosage is 2 to 5 milliliters of glycerin, as
&n 80 percent solution, in a single daily
dose.,

(4) For products containing
magnesivm hydroxide identified in
§ 334.26b). Children under 2 years of
age: oral dosage is 0.035 to 0.043 gram
per kilogram per dose.

(5} For products confaining bisacodyl
identified in $334.28/b). Children under
2 years of age: recta] Suppository dosage
is 5 milligrams in a single daily dose.

{6} For products containing
casanthranol identified in $334.18(c)(1).
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Children under 2 years of age: oral
dosage is 7.5 to 22.5 milligrams io a
single daily dose. .

(7} For products conigining aromatic
cascara fluidextract identified in '

§ 334.18{c)(2). Children under 2 years of
age: oral dosage is 0.5 to 1.5 milliliters in
a single daily dose.

{8) For products coil taining cascara
sagrada bark identified in § 224.18{c}3).
Children under 2 years of age: oral
dosage is 75 to 25C milligrams in a single
daily dese.

(@) For products containing cascord
sagrada extract identified in
§334.18(c}{4). Children under 2 years of
age: oral dosage is 50 to 200 milligrams
in a single daily dose.

{10} For products containing cascard
sagrada fluidextract identified in
§ 334.18(c)(5}- Children under 2 years of
age: oral dosage is 0.125 tc 0.375
milligram in a single daily dose:

(11} For products containing castor oil
identified in § 334.18(c). Children under
2 years of age: gral dosageis1tob
milliliters in a single daily ‘dose.

Interested persons may, on ar before
May 15, 1885, submit to the Dockets
Management Branch (HFA-305), Food
and Drug Administration, Rm. 4-62, 5600
Fishers Lane, Rockville, MD 20857,
written comments, cbjections, or
requests for cral hearing before the
Commissioner on the proposed

regulation. A request for an oral hearing
must specify points to be covered and
time requested. The agency has
provided this 120 day period {instead of
the normal 60 days) because of the
pumber of OTC drug review documents
being published concurrently. Written
gomments on the agency’s economic
impact determination may be submitted
on or before May 15, 1885. Three copies
of all comments, objections, and
requests are to be submitted, except that
individuals may submit one copy.
Comments, objections, and requests are
to be identified with the docket number
found in brackets in the heading of this
document and may be accompanied by
a supporting memorandum or brief.
Comments, objections, and requests
may be seen in the office above between
9 a.m. and 4 p.m., Monday through )
Friday. Any scheduled oral hearing will
be anncunced in the Federal Register.
Interested persons, ot of before
Janunary 15, 1988, may also submit in
writing new data demonsirating the
safety and effectiveness cf those
conditions not classified in Category L
Written comments on the new data may
be submitted on or before March 17,
1986. These dates are consistent with
the time periods specified in the
agency's final rule revising the
procedural regulations for reviewing and

classifying OTC drugs published in the

Federal Register of September 29, 1981
(46 FR 47730} Three copies of all data
and comments ox the data are to be
submitted, except that individuals may
submit one copy. and all data and
comments are to be identified with the
docket number found in brackets in the

‘heading of this decument. Data and

comments should be addressed to the
Dockets Management Branch (HFA-303)
{address above). Received data and

. comments may also be seen in the office
. above between 9 -a.m. and 4 p.m.,

Monday through Friday.

In establishing a final monograph, the
agency will ordinarily consider only
data submitted prior to the closing of the
administrative record on March 17, 1986.
Data submitted after the closing of the
administrative record will be reviewed
by the agency only aftera final
monograph is published in the Federal
Register, unless the Commissioner finds
good cause has been shown that
warrants earlier consideration.

Dated: December 31, 1984.
Frank E. Young, .
_Comm;'ssioner of Food and Drugs. :
Margaret M. Heckler,
Secretary of Health and Human Services.
[FR Doc. 85-668 Filed 1-14-85; 8:45 am]
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